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1. INTRODUCTION :

S
2

In this Report we re ow work carried out between the termination of our
last contract on 31 Octcber 1975 thiough 31 Décember, 1976, Détails of this
work have been provided in Quarterly Reports Numbers 1 through 3.

-3,

e
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‘ The main émphasis of this year's studiés has been the evaluation in depth
of the causal prophylactic potentiol of new WR compounds and a comparison of
the data obtained in our rodent malaria scréen with that of Dr, Leon Schmidt's

o rhesus~P . cynomolgi. system! .
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: Anothér major item of our programme has been the follow-up of studies ‘
S to evaluate the effect of polytherapy in feducing the rate at which P. berghei ¥
b develops resistance to mefloquine. Details of-this study are now ready for
S publication and summaries are included in the following pages.

Further studies have been made on the efféct of several compounds against- .
the spofogonic stages of rodent rialaria, and on the fundamental biochemical processes 7
of ‘thé blood stagés, éspécially glycolysis. B,

et R ag g
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2. CYCLICAL PASSAGE OF RODENT MALARIA STRAINS

‘We have continued to rely on the P. yoelii nigeriensis-Ancpheies stephensi :
combination for the supply of infected mosquitoes for chemotherapy investigations.
A temporary falloff in cocyst development was finally iraced down to fluctuations
in the temperature of the insectary due to a deféctive thermostat. Replacement of
this has brought our cyclical transmission back to normal levels, '
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3. PRODUCTION OF DRUG-RESISTANT LI NES

Spomti s

3.1  NS=type lines of P. berghei
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After several years of research and soul-seeking we have been able
to reach the conclusion that several strains of P. berghei from highland areas of
A the Katanga region of Zaire are in fact a mixture of two spécies. The importance 4
of this will be appreciated when it is pointed out that one of the mixture, :
P. berghei sensu stricto, is chloroquine sensitive, and the other which we call
"P. yoelii ssp." is innately chloroquine-resistant. These conclusions must
influence our interpretation of all work carried out up to now on isolates of
rodent mdlaria from this part of Africa. The following is the suramary of a paper
now submitted for publication on this topic2.
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*Under chloroquine selection pressure a number of chloroquine-resistant lines ‘
of rodent malaria have been selected from "strains" of "P. berghei" originating
in the Katanga highlands. They are called the "NS lines". No resistant parasite '
was obtained from a clone under drug pressure, nor from two other highland P. berghei
and a strain of P. v, vinckei.
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) The isoenzyme typing of these parasites indicates that the drug=resistant
NS parasites are aliied to P, yoelii rather than P berghm, but that they can be
dsstmgmshed from all but the subspecies P, y, nigeriensis, sharing with-this
GPI'2, 6PGD 4, LDHI1 and GDH 2. The resistant.organism is therefore labelled

P. v!oeln $$p.

The buoyant density of all.P..bérghei and P, yoelii subspecies exariined is
identical (1.683 g/ml). DNA-DNA hybridisation studies havé shown that P. yoelii
ssp. differs sngmflcantly not only from P. _berghei, but dlso from P.y. xoel i and
P. y. nigeriensis in terms of the basé sequence homologles of these parasites.

Cross=immunity expenments indicaté that P, yoelii_ssp. differs not only
from P. _berghei, but also from P._y. nigeriensis in the absence of recuprocol
cross-protection, although P. bérgheéi itself (as well as the. mixtures containing
P. yoelii ssp.).provide a broad and relatively non-spécific protection against
the othér parasites.

Evidence is presented to.refute the suggeshon that the "NS lines" have
become accidéntally mixed with P. berghei in the- Jlaberatory. On.the conirary,
the evidence indicates that the NS lines are not P. y. nigeériensis but a.néw
subspecies in the P, yoelii complex. How such mixtures of P.. berghei and P. yoelii
Ssp. have survived through many years and countless syringe passages in the laboratory
is unknown, but this is not an isolated instance in:the history. of the rodent malarias.
The existence of P. yoelii ssp. may account for a number of previously unaccountable
observations in the laboratory such-as some of the apparent "variability" of P. berghei
"strains" under.a variety of experimental conditions.

The importance of these findings is discussed in relation to thé zoogeography
of the rodent malarias.*

3.2  Polytherapy in the prevention of drug-resistance

We have already reported the relative ease-with which resistance
can be developed to mefloquine, and preliminary data on our attempts to decrease
the rate at which this resistance develops through the-use of drug mixtures. Using
a relapse technique resistance of P. berghei N sirain-to mefloquine can be developed
slowly (Fig. 1), but the progress is more rapid in the chloroquine~resistant NS lines.
Mefloquine resistance in all these lines is very unstable in the absence of drug
selection pressure (Fig. 2).

Resistance devélops also when the N strain is submitted to slowly increasing
mefloquine dosage in consecutive passages (Fig. 3), the resulting parasites having a
similar morphology at light microscope level to chlcroquine-resistant P. berghei
RC line porasites. Like the latter they occupy polychromatophilic red blood cells
almost exclusively.
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When the parasites are exposed. to.mixtures .of mefloquine with pyrimethamine,
sulphaphenazole o primaguine, resistance to each component .of the mixtures develops
more slowly than to the individual coraponents.used alone: (Figs. 4 16 6).

It is strongly recommended:that mefloguine should only be deployed for
the prevention.of freatment of malaria in man caused by chloroquine-résistant
P. falciparum. .For large=scale use mefloquine should not be-employed until a
second antimalarial -has keen identified that witl minimise the risk-of parasites
becoming resistant to this potentially valuable new compound.

A full report on this work ' as.been submitted for ppblicaﬁon3. R

4. CHEMOTHERAPY STUDIES

4.1 Blood schizontocides

4.1.1 New. compounds

The evaluahon of new-compounds-for blood schizontocidal
activity has been restricted to some 8 compounds on which data were provided in
our 3rd- Quarterly Report. Three compounds showed good activity against the
drug-sensnhve N strain of P. berghei, namély WR 219,930, 194,965, and
225,449, the last two being-somewhat more effective po thon sc.. No.studiés were
made in. drug-resistant lines with these compounds.

4.1.2 Drug combinations

“The main purpose of our drug.combination work this year was
to determine whethér those combinations with mefloquine that we have shown to
reduce the rate of resistance develooment possessed additive or-even potentiating
proPerhes. The details were given in our 3rd Quarterly Report and are to be
pubhshed

The data summarised in Fig. 7 -indicate that there is certainly no potenhahon
between mefioquine and primaquine, or niefloquine and sulphaphenazole. There is
a slight indication of potentiation between mefloquiné and pyrimethamine but
possibly only of the order that could be anticipated if the two compounds influence
each other's pharmacokinetics in the host.

4 2 Causal prophylaxis~ the value of the rodent screen

The greater part of our work has been devoted to examining the
causal prophylactic potential of new WR compounds in our rodent malaria model.
We have examined altogether some 110 WRAIR 8-aminoquinolines plus 5 from other
sources, 6 naphthyridines and 18 miscellaneous compounds that are covered in the
present report. Other miscellaneous compounds have been dealt with in previous
Quarterly and Final Reports over the years.
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We have présented thesé-data: in tabular-form (Tables 1 through 14) and
in these we include our own interpretation of Minimum Fully Curative Doses (MCFD)
presented in Schimidt's Final Report 6f 1976. The figurés we give for the MCFD
values take into account dose levels at which cure was obtained only in some -
animals but nét in all treated-at any particular level, and the values aré converied
to uM base/kg. In our fodent model animals were routinely treated on a sirigle
occasion, by the sc route and’it-is only recéntly that wé have started to use also
the oral route. For this reason there aré still many blanks in Tables 1 through 14
that we will be filling in on the basis of ongoing studies: This makes a direct .
comparison of the 145 compounds that both we and Schmidt have examined difficult
at the présent time. As we have pointed out-previously it is, in a way, surprising
that there should be any correlation between our data. Schmidt uses a different
parasite, different host, differént route of administration and different dosage schedule
from ourselves. Nevertheless on the basis of the primaquine indices as we have
calculated them so far we find a remarkably good correlation between our data in the
majority of the 8~aminoquinolines series.

There is however one important area in which we differ considerably and
that is the area represented by poorly-soluble and (probably) poorly orally absorbable
compounds such as menoctone (WR 49,808) and WR 226,626. This type of compound
we believe to be extremeély interesting since those members that we have eéxamined
have proved to possess not only tissue schizontocidal properties but also good activity
against both drug-sensitive and drug-résistant blood stages of P. berghei. In this
sense we believe that the rodent malaria screen offers advantages over the rhesus-

P. cynomolgi screen. While appreciating theé great value of the simian model
we do feel that many important leads may be misséd if total reliance is placed on
this and that the rodent screen has a most vaiuabie contribution to make as we
have indicated elsewhere3,

Data on cor'npoun&s still receiving preliminary scréening are presented in
Table 15 through 38, while completed sheets not yet forwarded to WRAIR form
Tables 39 through 53.

4.3  Sustained release of drugs

The work on the sustained reléase of antimalarials from poly-
dimethylsiloxane capsules reportéd in the 3rd Quarterly Report 1976 (2.4) has
been continued and expanded. To date pyrimethamine filled capsules having a
wall thickness of 0.63 mm and an intérnal surface area of 105 sq. mm. have
afforded complete protection to mice against P. befghéi (N strain) challenge for
a period of 102 days, Capsules with an internal surface area of approximately
25 sq. mm. gave mice a survival time of betwaen 55 and 65 days though all mice
had patent parasitaemias from approximately day+38 onwards. Very similar results
were obtained with capsules having an internal surface area of approximately

50 sq. mm.

No antimalarial effect was observed with encapsulated cycloguanil,
WR 99209 and WR 99210. Promising preliminary results have been cbtained with
another cycloguanil analogue and menoctone and these compounds are keing

studied in greater defail.

P etk A i ot et AR ™ ;
. 3 e Gy o e R - . g )
S AR R SRR RS IR ST O R PN N - — e et e ;. .
AL AR s i i AL St S e B it B

s .
s

ST

.

gy

'
" v AT TR
gy .udryum.ﬁm. Sk St BA T, AR

TR TR 0T

ot

N S
Nv‘q\‘);wﬁp PR hes

A O S - ST )




‘Current experiments aré designed to ufilise drug capsules preparzd by
mixing drug and pre-vulcanised silasti¢ ds described by Fu et al.6 and drug
incérpotated-into biodegradablé.polymers,

4.4  Mode of drug action

4.4.1 Chloroquine and mefloquine

The method by which chlerequine kills the malarid parasite
is still not known. Its short-term effect in causing the clumping of haémozoin
has been investigated in considerable depth, but haemozoin clumping itself does
not kill the parasite. We are therefore investigating the time at which the. parasite
dies after treatment with chloroquine and the way in which the-action. of.mefloquine
differs from that of chlcroquine,

The. ¢lumping. of malaria pigment by chloroguine ﬂ(]O-éM)‘is complete within-
80 minutes but there is no efféct within this time-on growth of the parasite, as.
‘méasured by-the incorporation of radio-active adenosine. Six hours after treatment
of P berghei=infected mice with chlorsquine (60 rig/kg) incorporation of adenosine
‘was reduced by about 25%, but after 12 hours the synthesis of nucleic acids had
fallen sharply. These resultssuggestthat P. berghei dies only after about 12 hours
exposure to chloroquiné and closely parallel theie obtained by Davies and Howells
(unpiblished) in experiménts on the viability of ‘the parasité after varying times of
exposure in vivo to chloroquine. Radioactive chloroquiné takén up by P. berghei
parasitized cells maintains its maximum intracellular conceniration for at least
- three hours in vitro. It seems that the clumping 6F '.: ~0zéin is unrelated to the
death-of the pardsite.

The effect of mefloquiné on the erythrocytic stages of P, berghei has been
reexamined at the light and electron microscope levels. Theé most obyious effects
of the compound were observed in the haemozoin vesicles of the parasite, with the
ultrastructural changes being broadly similar to those desciibed in‘P. berghei
treated with WR 122455 and quinine/.  Within 3 hours of exposuré to a single
subcutaneous dose of 60 mgm/kg primary pigment clumps are formed, but not
autophagosomes.  With longer periods of exposure to the compound pigment grains
* -became-increasingly fifier and eléctron franslucent, with only poorly defined
haemozoin grains being found in trophozoites 24 hours dfter treatment. These
observations amplify the very slow plasmodicidal action of this compound and s.ggest
that the drug is-not solubilizing haémozoin, as was suggested for WR 122455 and
quinine by Davies et dl.7 but interferes with the catabolism of haemoglobin and/or
the formation of haemozoin. Mefloquine (10~9M) only slightly reduced the

incorporation of adenosine by parasitized cells in one hour. A detailed study is
proceeding.

4.4.2 Chloroquine and erythromycin

The synergistic action of erythromycin and chloroquine on
chloroquine-resistant parasites does not appear to be due to an increased uptake
of chloroquine in the presence of the antibiotic. In vitro, slightly more chloroquine
was taken up by RC sirain P. berghei in the presence of erythromycin but treatment

of infected mice with erythromycin before measurement of chloroquine uptake in vitro,

dramatically reduced the uptake of chloroquine.
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No obvious &ffects on the ultrastructure of P... berghei (N sirain) were .
observed following treatment with enythrgm){cm Studies are.in progress on the
effects of chloroquiné and erythromycin, aloné and.in: combination, on the
RC strain P, berghei.
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4.4.3 Pyrimethamine )

; The effects of pyrimethamine on the erythrocytic stages of
i L P. berghei have been examined at the electron microscop:: level. These effects

were described in the 3rd Quarterly Report of 1976.

5. PHYSIOLOGY AND BIOCHEMISTRY

5.1  Electron transport of intra-erythrocytic.P. berghei

P. bérghei appears to depend for énergy productian.on a form of
electron transport which differs from that of the host®. |t theréfore providesa
potential target for chemothérapeutic aitack. Conventional inhibitors of electron %
transport and uncouplérs not only inhibit chloroqume-mduced pigment clumping - B
but also reduce the incorporation of adengsine into the parasites' nucleic acids ,
(data given in the 3rd Quarterly Report 1976). The donor of electrons to the : K

chain is not known.
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Preliminary resulis have shown that treatment of the parasitized erythrocytes .
2 with menadione (10~ 4M) or n-heptyl-4- hydroxyqumolme-N-oxude (10~5M) reduced *
only slightly the utilization of glucose and the production of lactate by parasitized ' o
cells in vifro. This suggests that glucose metabolism may not be tightly linked to “7

electron transport.
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5.2 Cathepsins of parasitized erythrocytes ' ' . j

Our failure to isolate from P. berglﬁm-pomsmzed cellsa ¢
cathepsin D which was mdlspufcbly of parasite origin, and the presence of g
= ) parasitized cells of a cathepsin D indistinguishable from that of mouse reticulocytes,
; prompted us to investigate the relationship befween the number of parasites and
. the cathepsin activity of parasitized mouse red cells. Although results were
somewhat variable (Table 54), there was littlé indication.of an increase in
catheptic activily as the parasitaemia rose. Instead, the apperent activity per
parasitized cell fell, although the total activity for all cells remained approximately
constant. This suggests that in the conditions used, littie of the measured catheptic
activity was due to the parasites, It is therefore probable that the parasites do not
contain cathepsin D, and that other cathepsins must be present.
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L " ' 5.3  The effects of PABA on sporogonic devalopient in P, ‘berghei

A As-outlinéd in-ihe 3rd Quarterly Report of 1976(2.3.4) these
‘ studies were initiatéd to attempt to obtain resulis moreé statistically significant
than.those obtdined by Ramkaran? . Initially, difficulties were encountered in the
masquito colony during our attempts to repéat this work. Abnorinally-high moriality
- rates and low infection rates in the mosquitoes were causéd by excessive fluctuations
of temperature and humidity in the insectaries. Examination of sumplés of thé

S bt

R SR RS SRS i
Rl

- £ mosduito populaiions at the elécifon microscope level has not revéaled the presence
48] of concomitant, viral or micrchial-infections which might contribute to the vagaries
4 3 in the malarial infections.
H In recent experiments acceptable infection ratés have béen obtained-in the:
. § mosquitoes but variations in the oocyst numbers within éxpérimental batches are
2 so great as to preclude the obtention of siatistically significant resulis. y
=k
2 ,,
6.  -CONCLUSIONS AND RECOMMENDATIONS
e P :
= The additional information gathered from our rodent causal prophylaxis :
Pk studies has confirmed our bélief that this is a valid model for tissue schizoatocidal 4
A action. Taking into:account the differences betweeri-our technique and that of
] Dr. L. H. Schmidt, thereis a remarkably good parallel-in our joint findings. 4

The use of parenteral Fouté in our rodent model will, we believe, permit us to
detect activity in certain chemical groups (e.g. menoctone) the activity of which
would be missed in the simian model.

T YR

During the coming year we will extend thesé obsérvations and consolidate
our data using both oral and parenteral routes of drug administration.

et s

Extension of our Jong~-térm studies on dfug:combinations has provided- _
.useful. ledds for the possible protection of such:promising néw compounds as ‘ Cl
mefloquine. This work will be continued.

3
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The mode of action of the antimalarials is still being investigated and
i fundamental gaps in our knowledge of parasite biochemisiry are being exposed
E by our exploration of the drugs. Further work on thesé matters with special
reference to mefloquine will be carried out during the coming year.

Siudies will also be extended on the developmeént of slow-release
preparations of selected drugs.
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9 APPENDICES

Tables 1 through 14 The causal prophylactic potentin! of new
Walter Reed compounds in rodent malaria model.
Included dre results of 110 Walter Reed 8-amino-
quinolines plus 5 from other sources, 6-naphthyridines - ; i
and 18 miscellaneous compounds. These data include
an intérpretation oi minimum fully curative dosage
(MFCD) presented in Schmidt's Final Report 1976.

Tables 15 through 38 The results of preliminary screening of compounds
in causal prophylactic activity in the rodent screen. b

Tables 39 through 53 ~ Summary of data from causal prophylactic test in
P. y. nigeriensis

Table 54 The relationship between parasitaenia.and:catheptic.
activity in P. berghei-infected mouse eérythrocytes

Figure 1 A comparison of the rate of acquisition of resistance
to mefloquine by the chloroquine-sensitive-P. berghei :
N strain and the NS line which has a low level of g
resistance to chloroquine.

T R Rt S LT R C I

Figure 2 The acquisition of resistance to mefloquine by 3
P. berghei NS line passaged under drug pressure
(mefloquine 60 mg/kg sc at time of each passage),
and its reversion to sensitivity on the reléase of
drug selection pressure,

on the rate of acquisition of resistance to each drug
by P. berghei in consecutive passages.

Figure 3 Rate of acquisition by P, berghei N strain of resistance ;
to mefloquine, pyrimethamine and sulphaphenazole ;
when the drugs are used alone.

Figure 4 Influence of combining mefloquine with pyrimethamine

Figure 5 Influence of combining mefloquine with sulphaphenazole
on the rate of acquisition of resistance to each drug by
P. berghei N strain in consecutive passages,

RN

Figure 6 Influence of combining mefloguine with primaquine
on the rate of acquisition of resistance to each drug
by P. berghei in consecutive passages.
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Figure 7 Blood schizontocidal action of drug mixtures against

P. berghei N strain in the "4-day test”,
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:8~aminoquinolines | Primaquine derivatives (a) variations in 1, 2, 3, 4 positions
R

e : ‘ ' 5

S8 p.O. Comments

LIV. !\lo. [ YR No. .vB\N No. :PM bdsg/mg [TMF.ED. IPLl MFED L P (toxicity, pr_éli'minary,dz

| 2975E19 |AG66475 2.2 | 46132 |1.0] 66-132- ['1.0| Primaquine
L 9. I |BG60018 \ Inactive at MTD| - ‘ N 3
(‘ s 1:5990AC AG99266 | 2,1 Inactive at MTD T N MTD se 63 ’3
» ' |AG99266 Inactive.at MTD 63-126 = |14

182234AA BE10198 2.9 8,7-39
182234AD| BE17580 2.8 28-84

: 132 } 211814AB[BE12905 } 2.9 © 0.9-2.9

i

N Oy

2 09-8'. 7
63-210

<87 - MT.4

181023AE|BD57427

OV NO 00 OON —w
2O AR YNNTO— OW

181023AGBE50003 63-210 21-63* | 2.4

2.1
2.1

210550AABE11597 2.4 72-240 -
1.9 ‘
2.5

<5.7 >

20‘5'77.5'
>250% <

228002AARGS58189

219874AABE79802
ZN42821 |

215733AA ZN43328

m—

SMD | - | MIDpol71 *

V=

Inactive at 250 Inactive at MTD| = | MTD po 75 y

2.5 - ,
'1:208442AA ED57981 2.2 66-132 | 1,0 . _ ;
.228335AA BG60689 2.0 20-60 | 2.5] <60* - P17

3] | 183489A0 BD56671 2.5 |lnactive at 1875 - . -
183489AE|BD57552 2,5 1875-2500 10,05 L 3
214703AA BE15040 2.0 200-600  [0.25| . "

‘MFED = minimum fully effective dose MFCD = minimum fully curative dose — PJ =’pr,i:"é

(daily) (daily mg/kg po) g
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_. TABLE 1‘

;l Primaquiné derivatives

(a) variations in 1, 2, 3, 4 positions
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= ‘ .‘R:‘o.

9 TMFED.

~‘,’MQF;E-DO'

“{P.1,

Comments

. (toxicity, preliminary data, etc.)

. Schiidt data . |

:M.F.C.D.

P.1,
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66-132 -
Inactive at MTD
Liactive at. MTD

8.7-39
28-84

©0.9-2.9
209-8 .7
63-210
- 63-210
<5.7 >
2 0‘5;255
>250% <
Inactive at.250
66-132
20:60
Inactive at. 1875
1875-2500
200-600

Inactive.at MTD|

> O
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N —
tho

0,05

10:25

1.0 ,‘

66-132 -

63-126

el

21-63* -

SMID

Inactive at MTD

<60* 3

<8 - i

. :l . O’r

1.1

1,7

Primaquine

:}MTD sé 63

MTD po 171

MTD po 75

LI

] 005-201

p ]

7.3-14.5 -

1.0

10.5-1.04

0,08-0.15

0.11

Siela 4 e RNl e Sie e

ctive dose

(daily mg/kg po)

\

MFGD‘~-=minimum fully curative dose

Pi = primaquine index
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p.o.

Comments

,' —T | $+Co . :
WR N.o.' BN No' PM bqse/mg “ME.ED. “IP..] M.F.E.D. - [P.l.| (toxicity, preliminary da
216893AA[BE19477 1.9 >s5%0. <02 | 4
229427AA[BG 70550 2.0 linactiveat200%| - | =200 ~ <0.5 ]
|219382AA[BE71226. 2.1 63-126 |1.0 o -
219783AA|BE75948 1.7 |inactive at 1020 - :
|219784AA|BE75939 - 1.8 . 108-180 | 0.7
199507AB [BD24062 - 1.9 > MTD - MTD sc 57 1
225374AA(BG37591 2.2 >MID - | <esr 15| MIDsc 6.6
211532AA|BE12567 1.9 >570  g0.2| . Residual activity
|ZN41048 inactive at 190 | -, [Inactive at 190 | - -<

. |182232AC|BE0B456 2.5 >750  <¢0.1 K
1216100AA|BE17491 1.7 >170 <£0.6 S -.| Residual activity 3
224097AA|ZN43953 | 2.0 >200+  <0.5| >200¢  <0.5
1215295AABE16378 1.6  [linactiveat480 |
' Inactive at 480 I ;
225448  |BG37402 1.9 <57+ P17 <5 N7
218676AA|BE55820 - 2.4 | 24-72 2.1 A :
|228000AABG58367 2.2 > MTD - | <6*  >H.4| MIDsc 66 :
106147 AG{AY 77697 2.2 22-66 2.3 , .
66220 0.7 <é6* 1.5 :

1217124AA|BE43759 1.8 54-108 |1.

"~ MFED = minimum fully effective dose
(daily)
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MFCD = minimum fully curative dose
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_M.F.E.D,
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Comments

(toxicity, preliminary data, etc.)

Sébrr{.?dt data .

M.E.C.D. P, -

 TWEED. T

>570 . <0.2
Inactive at'200% |

lInactive:at 1020

inactive.at 480

| >mm

. 63-126
‘108=180: -
> MID
>MID
->5700 <
Inactive at 190

S0 4
S0 4

inactive-at 480
 24-72
22-46

66-220*
54108

<57% * *P,7
]_

=200

<66*

_inactive.at 190

(X}

>2000

<57+

<66*

T 0.5

TS

-

0.5

<6 .4

MTD sc 57
MTD sc 6.6

Residual activity

Residual activity

MTD sc 66

b

199

na
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199.
a

n

l ] .9"2 015

0.5-1.0

}0.4-0.8

2,40 24tox |.

na

0'9

}0.48-0.95 1.2-2,3

25 |0
0.43'0.85 I .

1

1

0.23-0.48 [2.3-4.8
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(daily mg/kg
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‘MFGI‘) = minimum fully:curafive dose
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Pl = primaquine index
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LIV, No.

WR No.

BN No,

pM base/mg

 s.C.

P.O.

Comments. !

TM.F.E.D. -

1 M.F.E.D.

P.i.

1386
1267
1435
1053
11316
L 1056
117
1446

1414
1445,

E 1407
§ 1454

1F 142

157835

219130AA

217154AA BE67204
1 205439AA BD54195 }

1 AW23379

228708AA BG66798
228708AB(BG70756

228583AA ' BG63664
| 228583AB(BG70729
30AA BE58643

. 230388AA BG81580
“216804AA ZN43426

2.0
1.8

N
-
N

ORhD W —— N

NN DN DN N
L]

L)

60-120 -
1.8-5.4
54-180*

Inactive at MTD
Inactive at MTD

1320-2200

<o
< 63*

—=~23

A

<<60* 3
Inactive at 240"

AVAV4

<60 * - 1.7

0.06

>] 0..6
£4.3

~1.7

4.7

5.4-18% ;'

<69
60-200 *

\z
Y
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!

263 * ¢ 1.6
>63 . <K1.6

<72 * i.4

(toxicity, preliminary d

}MTD sc 220

Residual.activity

PRI T L1 2 TPt RPN PR

LD1gg po < 210

LDgg sc/porv 69; LDy
LDygp sc < 69; LDy o5

ey

LD'IOO po<<240
LD]OO po<< 60

PR, N

"MFED = mfnimum*f«;lly effective dose

(daily)
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MFCD = minimum fully. curative dose Pl

(daily mg/kg po)
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TABLE 3

se/mg . SsCe p.o. Comments . » Schm:dt dafa .
.~ | MF.ED, TP “M.F.E.D.  |P.1 (toxicity, preliminary data, etc.) = |M,F.C.D, | P. T

: : 1
60-120- [ 1.1 0 1-2 oulgu

-

54-180* | 1.0 5.4-18* | 8.5

Inactive at MTD| \ .: MTD s¢ 220 na
Inactive at MTD _ ‘ ) .. {ﬁ
1320-2200 [0.06| B Residual.activity na
<21t P47 <63% : P16 :
<63 Pl =63 . <¢1.6] LDiggpo<210
=23 4.3 . _ LDgg se/porv 69; LDy gg sc/po<230
: <69 LDygp sc<<69; LDjgp po <230
<<60* 1.7 60-200 * | 2.2 na ‘ g
lnachve at240 | ~| <72+* 14| LDygg po=<240 na .
<60.*  P1.7] . .’ LDjgo po< 60 0.25-1.0 |1.,1-4,4

1.8-5.4 R7.5 , } 1.8
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MECD = minimum fully curative dose Pl = primaquine index 3
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| Primaquine derivatives. (b) variations on terminal amifo of side chgg

| WR No.
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. 'M.E.«E.‘D. :

P_.l.
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(toxicity, -preliminary da
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5

1.9

= .3 ’ . 69-230 7 9.7
4 72-240 06

Inactive at 1900 _ .

0

(toxicity, preliminary data, étc.)

M.F.C.D. [P.I.

na
na

2.5 | 0.4

na
na
na
na

Ll

Satie aideaos o

memrm RS
’ ‘7 ’
I

-

félﬁvé dose ‘MFCD"-" minimum fully curative dose
: (daily mg/kg po)

Pl = primaquine index

RO LTI R i |

I

aTat it sy

’

It

é
-t
3
i

4 arbamav

fe e w2 npionrie 4

L e

el 4 o

it i

[

atls e h At e

5 A nres shg

Yot AN b ¥




B B — T —
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62700 |AG75828 3.7
|201815AA(BE08527 | 1.9
210551AA[BE11588 2.2

. M.F.ED, ©

> 57
= MTD

~J 200
= MTD

111-222 *

ot
e ¥

- A0.5

S

;:;‘ga frediimaior w00 Y S AT e o e s A e ey WAER A e -~ Tiw oty S TR P ey vV
3 : / K
2 “
E, 1 3
3 GROUP '
8-aminoquinolines II Basedon isopentaquiné 4
e ~ . _ 5.C. pP.O. Comrients
' No, | WR.No: [ BN No, [ pM base/m T - ‘ . e voe
« ™oy | WR.Now | lo; | pM base/mg P.L.I M.F.E.D, * [P.I,] (toxicity, preliminary;

0.6

.

MTD p0:200
MTD po 156

Residual activity
MTD sc 220

!

: ‘.’ ka1 A B wor Jgh 280 3 e AL g Bd hy “m\& oy m
) iﬁ ‘zc“faw Lexg <O
g
1

MFED = minimum fully effective dose
' (daily)

Lot
L3k

by Do gt b kil LN bl X5 g

MFCD = minimum fully curative dose

(daily mg/kg po)

\

.
- i

%

WP PR G quymww‘“wmmmp}pqmﬁw
3 Jofm

ot e, S kY R s G 0 e e




Se . % v o e e " < N - _ A
<R *m-»n;qwn’nm_ O R TR VKT AT STOIoERioinn Sl =i WS 1 e v ST BT LB D e R e SR, IISRUORE R, < 3

ke &

T
[PEPUUR S I
2.

Basedon isopentaquiné

o ;o - - >

. SiC. | p.o. | Comments | Schaidf data
. M.F.E.D, “|P.I.]. M.E.E.D, " |P.l.] (toxicity, préliminary data, etc.) | M.F.C.D. | P.I.

.. | |~v200- - AP0.5| MTD po 200 } na

f = MTD. 7| - | MTD po 156 : <
o] me2a2 , 3.79
>57 - «l.7 v || Residual activity 19
>mmo | - || MTD se 220 | 22§ 0.05
. . { . . .

]

St
R A A Dk

..
7

Figtmind ¢

(el
o

.

BURER

Pesvear M

e S S oy D
e st diepe oLl v el e

2

v

o
by BN Twad fﬁ'

)
A
&
i3
«‘:.3
,\"i'
435
\

Gy

T+ b

five dose ' MFCD = minimum fully curative dose Pl = primaquine index
C (daily mg/kg po) ’

\

: WWS?#F@M?MM“NR&MA!& e iR F TR IR O, (3 ol I AR PERS 41y LR 25

PR e
S A o PG R T e |

s

,
Yo
Y.
47
)
i
R
. o ! . . s oY ¥
it B g e L pie o e R i 2 b A N a3 A 2t sl P2 At LDtk A A a Y A Set a9 1 daiad




L e RO SR SR A R o 53 BT N s e et e DN A i L o L et st B A O o SO,
2

¢
V4
-,
“""'.‘ 3t A im o
cvy é-,i e
¥ « s

—_—
k- ‘\“"hli"'m

S
v e ¥
& Te e b B S B

GROUP’ |

8 aminoquinolines |1} Based on quinocide e

4

: —

‘;’:; $.Ce o p Q. Cémments i g

» LIV, No..; WR No. | BN No. FM base/mg . M.F.E.D. IP.I.| M.E.E.D, " |P.1.| (toxicity, preliminarygé

1385 ~ |152149AB BEG6770 | 2.8 > MTD. o MTD sc 280 ﬁ\i

1325 21.5296AA(BET6369 2,1 6.3-21 i

1388 {222671AA|BG 11891 2,1 63-126 N

1413 |228456AA|BG62807 | 2.4 <72t > LDjgg se/po<72
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E
GROUP § g
~ 8~aminoquinolines VIl Miscellaneous types
| " ' os.c. | po. Comrients
LIV, No. | WR No. | BN No. | uM bcse/mg “WMEED TP TMF.E.D, TP (toxicity, oreliminary &4
1279 |179443ACBD57436 | 5.3 |Inactive af 159 = - i
1270]  |189296AA ,8846593 3.0 |lhactive at 900
1271 189296AB BC09186 Inactive at 900 | = - .
1262 |206027AA|BD54471 30 | >mm | -] .| "} MiDsc3l0 i
14737 [4396AR {BG44621 2.17  |Inactive at MTDF ~ |Inactive at MTDf = | MTD sc60; po30 4
1390 211533AC BG38034 | 2.0 Inactive at 300 | ~ Inactive at 200 | - ' MTD sc 300 ‘
1436 211533AB BEIZéOl 2.0 Inactive at 200*| =~ linactive at 60% | = | ] 00 po<200° -
1344 |211816AA[BE20630 2.5 75-150 | 0.9}
1346 [29594AC [BE20014 3.1 31-93 1.6}

1184  |7312A1 |BB47761 2.3 |Inactive at 2300 ~ . ,
1264 ° [29634AB |BD04622 1.9 57-190 | 0.8 : k
1401 | 227988AA|BG58447 2.0  |lnactiveat600| =|  60-200* | 0.8 4
1419 . [229011AA[BG67099 2.0 .60-200* | 0.8/ =>200* . 0.5 LDgq sc u200 3
1314 | 213640AA[BE09999 2.0 >600 0.2 - 3
1347  |218336AA|BEG6832 | 2.1 .210-630. | 0.2
1334]  |201678AB BEI3304 - 2.1 21-63 2.4 N ’
447§, | ZN40130 66-220* | 0.7] <<66* P15 K
1420 | 229092AA{BG68354 2.9 |Inactive at 2904~ |inactive at 290%| - 3
1482 | 230212AA|BG80994 2.2 |lnactive at 2204 - |Inactive at 220% - §
1043 | Ni 147/34)Dann 2.7 ‘8.1-27 | 5.6
1044 |Bal38/11|[ 2.6 26-78 | 1.9] :
¥
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L _ TABLE 12 <

At

T L O T R S

se/m — LA LN p.9. Comments Schmidt data - !
9 [TM.F.E.D., . Polol. M.F.E.D.  |P.l.| (toxicity, preliminary daia, etc.) ‘M.F.C.D. |P.l. :

%lnac‘ﬁve at 159¢ = . na '

. 3.0 Inaciive at 900 | = | B : na ‘
] Inactive at 900 | = Al : 't
f 31 | >MD | - | | MmDsesto ‘ 3.10 i
2.1 Inactive at MTD* ~ |inactive at MTD{" = MTD sc 60; po 30 na O
f 2.0 |lnactive at 300 | = |Inactive at 200 | - MTD sc 300 - 1.0 1.3
¥ 2.0 Ingctive at 200 = [Inactive at 60% | = [t LD;qq po<<200° ; i
E- 2.5 75-150 | 0.9 - . 25 0.04 1}
3.1 | 3193 1.6 3 ' 3.1 . 0,35 |}
k' 2.3 ‘Inactive at 2300 = ‘ 23Q - i
£ 19 | 57-190 | 0.8 ' 190 -
p. 2,0 | Inactive at 600 | - 60-202" 0.8 nd A
k. 2.0 _60-200% | 0,8 >=200* . §70.5 LDsq sc 200 : ha )
E 2.0 =600 0.2 ' na i,
E 2. 210-630. | 0,2 na Co
B . ) ] . { i
g 2.1 21-63 2.4 Pl . . 21 S
3 .66-2200 ' 0.7] <<é6*  P1.5 - ' . ‘ i
3 ‘F! » ! ;:‘
2. Inactive at 290% - |Inactive at 29C*| - na /
3 Inactive at 224 - |Inactive at 2207 - . na

na
* na

P Ty S ARER IS S SR A

9
2
7 o 8.1-27
6 " 26-78

N

—
0 o

M
. -

. MFCD :- minimum fully curative dose Pl = primaquine index
: (daily mg/kg po) -

) \
,mnWmvmumw:mﬂwwﬁrWﬂ!mm u 'mrmmz-aumﬂmﬂz 5
* 't ;(y' O

JAA /e vl ARPERI VS -~

?’Wﬂfﬂwﬁrmwvlwu‘w v e e
v
1

R
By SOUNC PRI Bt s oy

R P



4
SR

. P
b e 2T LS v

v Bx dcE 0l

GROUP
Naphthyridines

- F

Bl PR e

5.C, Comments z

poO.

JLIV. No. | WR No. | BN No.

. M.F.E.D, =

P.I.| M.F.E.D, *|P.]

PM base/mg

BG81759
BG81740

206287AB
222119 ;
206218AA |BD54766

1485 2
2
1
210446AA [BE10983 1,
: 3
4

1487
1278
1287
1286
1288

1210447AA [BE10965
210434AA[BE11024

Inactive at 230% -
Inactive at 220% -
750 <<0.1
Inactive at LD3q -
Inactive at LD3§' -1, .
Inactive at LD30 - _— 30 sc{\,{1280

(toxicity, preliminary &

Inactive at 2(_30* T -

« =+ | Residual activity only
" LD,4 sc v 160

' kD5 seu.990 -

LD

o TSI T

s

,
T e i

. . N
[SPRPVIY TP RS- DN,

REERATUCIR, . T3 AN

v, AR
R a T e N P AT -2, 0

, 5
S

» Aoty 1o e

M

NS 4 A Y

Py

MFED = minimum fully effective dose
(daily)

MFCD = minimum fully curative dose
(daily mg/kg po)

"y

-
o R .

et




VRTH P A G fT A ! gt :?_“;v' ¢ i) » :ﬂ*:} *2
O TS AKX RIS t"'" . h K

RS ST T R T S R M L N T 5 o do G T R

Y ¥
b 2 o
v L ' .
+ .
¥
3 '
I

Z | - pa

L . . 3 _ TABLE 13

: A !
base/mg | 5.6, p.o. Comments I Schmidt data ‘
a 9 [TM.F.E.D, . JP.I.| M.E.E.D, _ [P.I.| (toxicity, preliminary data, etc.) M.F.C.D, |P.l. g
2,3 |Inactive at 230% - |Inactive at 230*| - " na
‘2 2 Ihqctive at 220* - " ' ) na 25
e 1.5 |° 2>750 0.1 « | = | Residual activity only . ‘ na f
“ 1.6 Inactive at LD3q - ' LDSO sc rv 160 . na
L 3.3 Inactive at LD3C -1, . LD, scru 990 - ' na i
© 4.3 Inactive at LDj - LDgy se 1280 . na:
. . "%

;| .l N p
b )
, * ' | :
’ ' . ‘ z
‘

,_jéii:five dose MFCD = minimum fully curative dose Pl = primaquine index
‘ (daily mg/kg po)
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.
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g : sl A -y
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“
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H

GROUP .«
Miscellaneous compounds 3 ' 4
7 5.C. P.O. Comments
£UV No. | WR No. | BN No. | M base/mg . M.F.E.D. . [P.L.]. M.E.E.D. . [P.1.| (toxicity, preliminary da
1484 230284AA BG81222 2.3 Inactive at 230%| ~ | Inactive at 2304 - i
1483 230225AABG81035 2.1 Inactive at 210% ~ | Inactive at 210% - LD33 poJ210 ;
1486 230621AABG83191 2,3 Inactive at 230% - >230* - <<0.4 L033 po rv230 h
1479 230387AA([BG81615 2.9 <2290 +0.3| Inactive at 290% - %
1480 230386AA|BG81624 2,2 Inactive at 220% ~ | >220*% " <20.4
1474 206513AB BG79017 2.1 >210%  <£0.5| >210% 40,5
1481 |230216AA[BG80967 1.7 |inactive at 1704 - |lnactive at 170*| - '
1430 129577AC|AWA1662 2.0 Inactive at 200% - |inactive at 200%| - 3
- 1422 194965AD|BG43991 2,7 < 81 % 1,2 >270* <<0.4 3
" 1415 228769AA|BC66403 1.6 Inactive ut 160* ~- |Inactive-at 160*| - 2
1423 225449AABG37573 2.8 <84 * P12 <<84* - p1.2 )
1405 220594AA |BEB4652 2,1 =126 * =p0.8|Inactive at 210%| - . %
1406 220679AA [BE96303 2.3 <138 *  0.7|Inactive at 230%| -
1418 229046AA|BG67179 2.6 78-260* | 0.6}Inactive at 260%] - ¥
1394 226626AA[BG46714 2.4 2.4-7.2 20,6 72-240* 0.6 ‘
1395 199361AC|BG47168 3.0 3.0-9.0 [16.5] < '90* . 1,1 A ¢
1203 182058 | AY98947 3.2 3.2-9,6 [15.5 Guanidine derivative
1251 190830 | BD29165 2.2 " 66-220 0.7 ' Diamidine ‘
-}
. i
MFED = minimum fully effective dose MFCD = minimum fully curative dose
(daily) (daily mg/kg po)
{ 3
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v TABLE 14 2 |1
:"‘i d, :: R )
%r}'lpoun 5 3 ;
- . 5.Cs P.O. Comments Schmidt data - :
%s,e/{ng  M:F.E.D. . IP.L.] M.F.E.D. " |P.I.] (toxicity, preliminary data, etc.) M.F.C.D. | P.I.
«'2 Inaé}ive at 230%| - | Inactive at 2304 - na ]
2% Inactive at 210% ~ | Inactive at 2107 - LD, poJ 210 na n
2 Inactivé at 230* - =>230% - <<0.4 LD5, po 230 . na K
<2290 30,3 Inactive at 290% - na a

Inactive at 220" - | >220* ~ <C0.4 na

>210* <£0.5) >210* 9<0.5 , o na ¥

Indctive at 170% = |Inactive at 170%| - ‘ na d

Inactive at 200% - |Inactive at 200%| - ' ' na

<81 * Pp1,2| >270* <<0.4 nu i

Inactive ut 160* -, |Inactiveat 160*| - , na
< 84 * 1,21 << 84* T pl., na
=>126 * Inactive at 210%| - -, na

<138 * 7linactive af 230*| - | na

. 78-260* | 0.6|Inactive at 260*| - na

' 20.6 72-240* 0.6 na
-9.0 16.5) =< '90* . =1,1
15.5 :

0.7

\YARYAY,
| 4
o
o

na
Guanidine derivative - 32 @
o . | Diamidine . 22 @

MNORKRCW—0ONON—~RN0W—W

}ive dose . MFCD = minimum fully curative dose Pl = primaquine index
' ‘ (daily mg/kg po)
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CAUSAL PROPHYLAXIS :
PRELIMINARY SCREEN RESULTS TABLE 15 :
Category 1 =2 Fullyactive = 0/3 Patent - b i
2 =7 Active = 1/3 Patent R
3 =7 Slightly active= 2/3 Patent
4 = Inactive = 3/3 Patent '

| w BN Route Dose - ] H2 '3 |4 |pM Base/K ACo ent
. mg[kg x| ~ ‘ P S mm 3
1370|2975  |AG64745 | po 1.0 L V] 22 Primaguine § |
‘ 10.0 . S 220 o
.0 | |V 66.0
0.0 |1 | | | 1320 i
| 1000 {v| | 220.0
: . T-methyl
1371 16027 |AG75828 | po 1.0 7 | Al a7 isopentaqui] 4
10.0 v 37.0
%
0.0 1 |/ 11.0 *%
60.0 | 222.0 3
%
100.0 |, 370.0 i
1372 |127854 |BE20087 po 1.0 VT 2.6 | 4-methyl é
] ] . _pentaquine | ‘
0o | | | V] 2.0 1
200 |.|/] - 78.0 1
60.0~ | 156.0 :
100.0 |V 260.0

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters
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CAUSAL PROPHYLAXIS = . : 3

: ' PRELIMINARY SCREEN RESULTS TABLE 16 :

Category 1 = ? Fully active = 0/3 Patent

2 =7 Aciive = 1/3 Patent
, 3 =? Slightly active= 2/3 Patent :
B "\ 4 ="lnactive = 3/3 Patent ]

T T T e SR s P ity
ey ey . S T TR
.

N

.L!V WR BN Route ng/iS;x] 11213 pM Base/Kg | Comment

1373 {181023 |BE50003 po 1.0 1 24 4-metayl

primaquine
10.0 vd 21.0 :
300 |/ 63.0
60.0 |/ 126.0
| 1000 |/ 210.0 SL
1374 |6020AD.|BE20783 po 1.0 - Vo %6 Isoperaaing 1
. ) RE oxalate . ¢ i

10.0 26.0 ]

/
300 1 | A 78.0 .
60.0 /] 156.0 E
100.0 | /] 20.0 |l § i}

isopentaquing Co
’1“3‘75 6020AC BE2106§ po 30.0 60.0 diphasphate

60.0 120.0

{

& ‘
N 100.0 |/~ 200.0 : -
1376 6021  |BE20907 po 1.0~ A .25 Pentaquine &

10.0 |- S| 250
3.0 |,/ 75.0
vd

100.0

T !
250.0 |~y LPgq ..;,;gg;éﬁ%

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters

Signed ... S Y Al Y s i bt enenan

‘ Date .........7..DECIO76. ...
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CAUSAL PROPHYLAXIS

PRELIMINARY SCREEN RESULTS TABLE 17

Category 1 = ? Fully active = 0/3 Patent ' £ f
2 =7 Active = 1/3 Patent &
3 = ? Slightly active= 2/3 Patent
4 = Inactive = 3/3 Patent

LIV WR BN Rouie mg/f:xl 112]3 |4 |pMBase/Kg Comment i}

1377 5990 |AG99266 | sc | 10.0 /| 2210 :

30.0 . /1 3.0 |ruing, g :

100.0 210.00 |=>tp,.. 1

1377 15990 | AG99266 po 3.0 Ve 6.3

30.0 Ve 63.0.

P

60.0 *| ./ 126.0

4

1378 | 161085 | AX26820 sc 10.0 s 10.0

3.0 1 |/ 30.0

100.0 |~y LDy, ;
A 3.0
30.0

RS

29.0

100.0

-

1378 | 161085 | AX26820 | po 3.0

30.0

EEEVIR: SRV SR PO

1379 | 211814 |BE12905 sC 1.0

10,0

NNENEN

PR PP NSRS A

30.0- .87.0

3 e T

109.0 : 290.0 >LD]OO

1379 | 211814 | BE12905 po 3.0 8.7

30.0 87.0

ANIAN

e ey s
e S VRS
b

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters
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CAUSAL BROPHYLAXIS

PRELIMINARY SCREEN RESULTS TABLE 18 ' !

v Y g

g L &g P

Category 1 = ? Fully active = 0/3 Patent
: 2 =7 Active = 1/3 Patent

3 = ? Slightly active= 2/3 Patent

4 = Inactive = 3/3 Patent

pM Base/Kg'|  Comment R -

o

: . Dose
WR BN Route mo/kg x 1 11213

212624 |BE13822 sc 10.0 ' / 19.0

30.0 A | s70

100.0 |~ 190.0

215295 |BE16378 sc | 10.0 ' / 16.0

ey
R0 ol

0 | | | | A 40 | 3 ;
- 3/3 Patent - ;]

100.0 - 160.0

, / but delayed § ki
300.0 1 | 480.0 ]
216100 [BE17491 s | 1.0 - A 17 é
10.0 . A 17.0 | % |
. 4 !
30.0 /1 st.0 E
{
100.0 |/ 170.0 5 S
= - ) 4 ;
217124 |BE43759 sc 1.0 1 18 é
’ u d
10,0 . ol 18.0 § i
30.0° | 540 | - N ‘
100.,0 | 180.0 F.,.,,
P -1
W&”};’ .
Q,s'e;'afs‘z, -
ey
LIVERPOOL SCHOOL OF TROPICAL MEDICINE = - -
" PRINCIPAL INVESTIGATOR: Professor W. Peters F
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CAUSAL PROPHYLAXIS

PRELIMINARY SCREEN RESULTS TABLE 19

Category 1 = ? Fully detive = 0/3 Patent
2 =7 Active = 1/3 Patent
3 = ? Slightly active= 2/3 Patent
4 = Inactive = 3/3 Patent -

'S

£ -8

_ . . — —
LIV ‘ WR BN Rouie o g/ijx,l 112|314 {pMBase/Kg| Comment g
g

1384 1218676 | BES55820 sC 1.0 /] 2.4

10.0 | 24.0

N VV/ - - .
30.0 | ] " 72.0

0.0 ||} 2400 | >LDjg,

3 1385 |152149 | BE66770 | sc | 30.0 | | V] | 40 |

1000 | |V 280.0 | K

300.0 w ' 84070 ~ ',TPIOO

1386 |217154 | BEG7204 | sc 1.0 ] {4/ 20 |

, | 10,00, 1 20.0

30.0 60.0

5 - . R
NPT U R IR SRR L SRR L TR Lo .Y

100.0

ANAN

200.0

1387 |219874 | BE79802 | sc 1.0 1\ 25

25 .0

FESINETERITRON.

N $ s .
PEUPTTT STT I U~ W SRETOIL WA JUIPL oy Ry TR YL

«75.0

A e e X Frpe o e re o 5 veg O i aaar

(48]
(=)
(=]
\ \ t

.

e
—
[
. O
()

12500 (LD, |

A I - |38 222671 | BG1IE91 | s | 30.0 63.0

. 60.0 e 126.0

100.0 | 210.0 g

B LIVERPOOL SCHOOL OF TROPICAL MEDICINE ]

s B ) 3

. PRINCIPAL INVESTIGATOR: Professor W. Peters
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; CAUSAL PROPHYLAXIS.
3 PRELIMINARY SCREENRESULTS TABLE 20
? Category 1 = ? Fully active = 0/3 Patent
: : 2 =? Active = 1/3 Patent
‘ 3 = ? Slightly active= 2/3 Patent
4 = |nactive = 3/3 Patent
; T Dowe | T o

LIIV WR BN Route | kg x 1 112(3 14 pM Bose/Kg Comment B 1K

1389 |222890 |- BG13831 | sc | 30.0 v 54.0 b |

1000 /| 180.0 g 18

. : ey

1389 |222890 | BG13831 | po | 30.0 /1 540 SSUE)

-~ 100.0 A 180.0 §

1390 [211533 | BG38034 | sc 30.0 S 60.0 ;é ;

100.00 °f | | | 200.0 )

1390 |211533 | BG38034 | po | 30.0 /1 0.0 | E

100.0 - A 200.0 é

1391 226296 | BG44452 | sc 1.0 / 2.4 4

_ ) . i1 :

0.0 |4 24.0 § o

:

3.0 | 720 |yl

) 100.0 240.0 >L-DIOO 4

.

1391 [226296 | BG44452 | po | 30.0 |/ 720 |, &

1 ]

100.0” 240.0 |>D,.. & . =

- 100§ L

1392 |215761 | BEI6967 | sc 1.0 1.9 o

0.0 |/ 19.0

30.0 |/ 57.0

100.0 |~ 190.0

LIVERPOOL SCHOOL. OF TROPICAL MEDICINE
~ PRINCIPAL INVESTIGATOR: Professor W, Peters
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Category 1 = ? Fully active
2 =72 Active
3 = ? Slightly active

wououwu

CAUSAL PROPHYLAXIS

PRELIMINARY SCREEN RESULTS

0/3 Patent
1/3 Patent
2/3 Patent

-

AR

gt - 0 ¢ ; .
R O R ot o SRR Ay

oot T .
SNk

< et ok e 3

i K @ 7 Y o et N

4 = Inactive

3/3 Patent

TABLE 21

WR

BN

Roufe

Dose

mg/kg x 1

M Base/Kg

T

Comment 4

215761

BE16967

po

30.0

57.0

v

o

226426

BG45208

sC

100.0 -

1.0

190.0.

2.7

\\\'\~

10.0

27.0¢

?

30.0

81.0

> L0100

R R R

o e &

; 100.0

100.0 ° 270.0 | >LD;0
226426 | BG45208 | po | 30.0 81.0 | >LDyy,

. 270.0

=>LDy40

226626

BG46714

sC

1.0

2.4

10.0

24,0

30.0

" 72.0

' «
1 . .
O TN B RS D St oot

NN

100.0

240.,0

v,

226626

BG46714

po

.0 (.|

72.0

100.0"

240.0

SIRTR: PPy 0% EEPSRRR SO

199361

BG47168

sC

1.0

3.0

10.0

30.0

. ‘\\ x
JES S SO Do S R

55

o r -a AN
y e IR Ry ) Mgk
a o, NEVONG R N N , A RN ey dp s AT S s o . b P
R R D s S N S I AN AT PRSI PR R AR TR T
PRIy et Y PTIRR T % A

30.0

90.0

.
B o ¥

B N AR

100.0
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T eAUsAL PROPHYLAXIS ‘
PRELIMIINARY SCREEN RESULTS TABLE 22
: Category 1 = ? Fully active = '0/3 Patent
. 2 =7 Active = 1/3 Patent
. 3 = ? Slightly active= 2/3 Patent
. "4 = Inactive = 3/3 Patent
% v |- we BN Rone [ Do 1 2 3 |4 |uMBase/Kg| Comment [-7
{ : 4. Img/kgxl | } 7 P ° o i
; 1395 |199361 |- BG47168 | po 30.0 |/ 50.0 A
; 100.0 |/ 300.0 pol i Hl
1396 |206891 | BG47462 | sc 1.0 S 2.9 i
10.0 29.0 : |
~ A Eo
30,0 | /] 87.0 %
. 100.0 -/ 290.0 ;
. P ) . %
1396 | 206891 | BG47462 | po | 30.0 / 87.0 § _
1000 {1 |- 290.0 '
1397 |216693 | BG47239 | sc | 30.0 WL B L
100.0 370.0 ;
1397 |216693 | BG47239 | po | 30.0 |/ 1.0 P
- w00 || | | | a0 By
3 :
1398 |227495 | BG56738 | sc | 30.0 |. |/ 69.0 B,
100.0° |,/ 230.0 VLD, i i
- ) === % o
1398 |227495 | BG56738 | po |  30.0 P 69.0 |y B 0
100.0 | 230.0 | =10, f,'égif;
e
Rl
: BLs. 3
& 3”\‘:2%i .
i - - zfmi
o : . 52 b
! e
% - 3 i
g LIVERPOOL SCHOOL OF TROPICAL MEDICINE R
§ PRINCIPAL INVESTIGATOR: Professor W. Peters  #
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PRELIMINARY SCREEN RESULTS TABLE 23

IR
IV EIENNS TR IENO S s vairy. .

Category 1 =? Fully active "= (/3 Patent
2 =72 Active: = 1/3 Patent
3 =2 Slightly active= 2/3 Patent 5
4 = Inactive = 3/3 Patent ' . % '§

e
.

R R N R Gl

L
L3

| Dose ‘. " :
Lv | WR ) BN |Rovie | _ g/fgx] 1121314 |pMBase/Kg| Commentty

1399 1227681 | BG56612 | sc 30.0. /1 60.0- :

RTINS

100.0 . 200.0

}
i

o

1399 227681 | BG56612 | po 30.0 60.0

NINAY

100.0 200.0

1400 |228000 | BG58367 | sc | :30:0 1 | 690

. qftﬁs} :Q: ek

100 200 jnulPs

| 100.0 ]} ] 280.00 | >y,

1400 1228000 | BG58367 | po | 30.0 | 69.0

— —

1401 1227988 | BG58447 | sc | 30.0

60.0:

)

NI

100.0 . 200.0

. | '
R AN S R ST e S IS b TS A SR S A5
. N .

1401 |227988 | BG58447 | po 30.0 Ve 0.0

_ | | 1000 200.0

‘11402 |228002 | BGS818Y | sc |- 30.0 50.0

120.0

NN

X . ~
: H 60.0-

1402 |228002 | BG58189 po 30.0 A 60.0. ru LD

T AR € wE R

-E - : 100.0 200.0 ~. LD
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; CAUSAL PROPHYlAXlS ‘

PRELIMINARY SCREEN RESULTS TABLE 24 ;
Category 1 = ? Fully active = 0/3 Patent
2 =? Active = 1/3 Patent ' :
3 = ? Slightly active= 2/3 Patent ] ;
4 = |nactive = 3/3 Patent : \
LIV | WR BN |Route | Do 1|23 |4 |pMBase/Kg| Comment =
_ mg/kg x 1 P 9 . s
1403 |228327 | BG60698 | sc | 30.0 S 57.0 ?
100.0 | 190.0
1403 |228327 | BG60698 | po | 30.0 vd 57.0
10.0 |, 190.0
1404 |228335 | BG60sEY | sc | 30.0 | 63.0 :
. }
1000 |V 210.0 | ;
]
1404 228335 | BG6068? | po 30.0 | 63.0 3
. s
100.0 1. 210.0 i
' 2 po 1
1405 |220594 | BEB4652 | s¢ | 30.0 A | 60 3 ’
60.0 S 126.0 L
: |
1405 |220594 | BEB4352 | po | 30.0 /1 3.0 L
i 3
] 100.0 ] 210.0 ;
1406 |220679 | BE96303 | s | 30.0 | 69.0 ]
60.0- | 138.0
1406 |220679 | BE96303 | po | 30.0 A 6.0
\r"v A . - ;
L 100.0 | T 280.0 :
-
.
g
LIVERPOOL SCHOOL OF TROPICAL MEDICINE
. : " PRINCIPAL INVESTIGATOR: Professor W. Perers  § ;
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{,5 . CAUSAL PROPHYLAXIS 4
S ' 4 1
E b PRELIMINARY SCREEN RESULTS TABLE 95
a2 SO

3 : Category ' - ? Fully active 0/3 Patent - g
A 2 =7 Active 1/3 Patent ; )
. 3 =7 Slightly active= 2/3 Patent

: ’ 4 = |nactive 3/3 Patent ;

nmononn

: ALIV WR BN Rouie ng/is: 1 1121314 )JM Base/Kg | Comment q S
] 1407 (219130 | BESBS43 | sc | 30.0 | 60.0 :
6.0 |, 120.0
1407 |219130 | BE58643 | po | 30.0 / 60.0
_ 1000 |- 200.0 o
- 1408 |226937 | BG55008 | sc | 80.0 2R |

60.0 - / 150.0 ;

2 b 1408 |226937 | BG55008 | po | 30.0 / 77.5
A ) . .

0.0 A | 250.0 |y LD,
ok 1409 [226762 | BG47293 | sc | 30.0 75.0

150.0

NN

3 60.0

23 XL, T P

1409 (226762 | BG47293 po 30.0 / 75.0

Pty

100.0 1| 250.0

1410 226899 | BG52623 sC 30.0 . 72.0 >

S
RN S RCERRUEE

60.0" 1440 | SIDy,

o

1410 226899 | BCG52623 po 30.0 ' © 72,0 >SU

T Y
SRS

100.0 240.0 _>.LD] 00

e .
e

SRR ]

N e
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" CAUSAL PROPHYLAXIS ' 1 5

. 5 :

B i

PRELIMINARY SCREEN RESULTS TABLE 26 § :

Category 1 = ? Fully active = 0/3 Patent :

2 =7 Active = 1/3 Patent y

3 = ? Slightly active= 2/3 Patent ? e

4 = Inactive = 3/3 Patent 3 f;

) ) Dose : :
Liv WR BN Route 112|383 |4 |pMBase/Kg| Comment

mg/kg x 1
1411 | 225374 | BG37591 sc 30.0 / 66.0

100.0 220.0 >LDIOO

Lot Al Pt e f T ers b A

1411 1225374 | BG37591 po 30.0

/|
100.0 | 220.0

66.0

1412 | 228457 | BG62790 sC 10.0 25.0

LR SR SR AT YT
e i S

30.0 ° 75.0 f

NN

100.0 250.0 LDy,

1412 |228457 | BG62790 | po 0.0 1 |/ 75.0

©100.0 250.0

1413 }228456 | BG62807 sc 3.0 7.2

1 RO S NGRS Sl yer

10.0 24.0

ANANA

ST e adrateas w AN s e 0

30.0 ' 72.0 | LDy,

G GATEN

P T

100.0 |- 240.0 |>LDy,, &

SN L

1413 | 228456 | BG62807 | po | 30.07 720 | =D 1§

100.0 |- 240.0 | >LDyyy &

-
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PRELIMINARY SCREEN RESULTS TABLE 27

LN
o~

Category 1 = ? Fully active = 0/3 Patent
2 =7 Active = 1/3 Patent

3 = ? Slightly uctive= 2/3 Patent
4 = Inactive 3/3 Patent

R L R damen Sryesc

LIV WR BN Route m;/isgex] 1121314 |pM Base/Kg | Comment

1414 1228583 | BG63644 sC 3.0

S L e p e il T

6.9

23.0

NS

10.0

30.0 S 69.0 vl LDSé

100.0 230.0 = LDy an *

$
1414 |228583 | BG63644 | po | 30.0 | 9.0 | |

100.0 200 |>P0 §
1415 |208769 | BG66403 | sc | 10.0 16.0 . ;

30.0 48.0-

100.0 . 160.0

By tpre lednstaktindpn

1415 228769 | BG66403 po 30.0 48.0

S
et Ko @ o

100.0 160.0

ANIAN ANIANEAN

-
Rt

%G

PPt

N\

23.0 n LDSO

1416 228710 | BG66412 sc 10.0

30.0 . 69.0 > LD]00

100.0 230.0 >.LD]00

O
CERT AT

1416 1228710 | BG66412 po 30.0 ‘ 69.0 >LD]OO

AR 2303 WS o
e £ IA L o s R F RS TS b A

%08 e TE SRR 5
v ISy o Tk

%2 RN S a2
L S AN S0

100.0 230.0 >‘LDTOO

SR et et 1 T NS SR

sy
wadt R
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CAUSAL PROPHYLAX!S

PRELIMINARY SCREEN RESULTS TABLE28

ﬂ Category 1 = ? Fully active = 0/3 Patent
v 2 =7 Active = 1/3 Patent
o 3 = ? Slightly active= 2/3 Patent
: 4 = [nactive = 3/3 Patent
| W BN [Rovie | 2% 11| 2|3 |4 |yMBase/Kg| Comment
mg/kg x 1 Y 9 -
1417 [228708 | 8Gé6798 | s« | 10,0 | 21.0
0.0 |/ 63.0
1000 |/ 210.0 AU LD,
1417 [228708 | BG66798 | po | 30.0 |/ 63.0
100.0 210.0 >LD} 40 |
1418 [229046 | BG67179 | sc 3.0 | |V 78.0
1000 |/ 260.0 :
1418 [229046 | BG67179 | po 30.0 -1/1 78.0
100.0 A 260.0 S
1419 29011 | BG67099 | s | 30.0 4 60.0 SR
100.0 | 200.0 o, £ ;
1419 [229011 | 8BG67099 | po | 30.0 A 60.0 :
100.0 | 71 | 200.0 ; 3
1420 229092 | BG68354 | sc 30.0. 87.0 ; 3
i ) G §
1 100.0 A" 290.0 e
T A ’ A A ;o
. 1420 1229092 | BG68354 | po | 30.0 A 87.0 i"‘“ J
¥ ,g’u ; {7
i 100.0 1 290.0 # @‘" 3
1 ;'..,«g%;f? A
i S
? LIVERPOOL SCHOOL OF TROPICAL MEDICINE z E
. " PRINCIPAL INVESTIGATOR: Professor W. Pefers 4
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CAUSAL PROPHYLAXIS 1
PRELIMINARY SCREEN RESULTS TABLE 29
¢ ‘53
Category 1 = ? Fully active = 0/3 Patent - S
2 = ? Active = 1/3 Patent 3§ s
3 = ? Slightly active= 2/3 Patent R
4 = Inactive = 3/3 Patent i
v | wR BN |Route | DO 1] 213 |4 [pMBase/Kg | Comment |
mg/kgxl }J g mmen
229238 | BG70112 | sc 30.0 | 0.0
100.0 /| 200.0
229238 | 8G70112 | po 30.0 1 60.0
100.0 A | 20.0 ’ﬂ
194965 | BG33940 | s | 30.0 | 81.0
80.0 - / 162.0
,‘e‘;
194965 | BG33940 | po 30.0 1 8.0
10.0 | |/ 270.0
225449 | ZN43971 | sc | 30,0 | 84.0 h
1000 |,/ 280.0
225449 | zNa3971 | po | 300 | ] 84.0
100.0 |/ 280.0
226292 | Bo#dsat | se | 0.0 | 69.0 | >0,
100.0° 230.0 > 1Dy,
1427 |211666 | BG11417 | sc 30.0 | 72.0
1000 |/ 240.0
1428 |212579 | BGA48969 | sc 30.0 A 63.0
100.0 |/ 210.0

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters

Signed M.

ﬂ""""‘—'———-’
Date ;. DEC 19.7.6. .o

200 0000008 0000080000 o600 00

i{®

Jinit e SIS ) ) A AR L d K A O U g ety v kg ot g pp SRS v aon X3 el Fon  e3Tn wdh tpove fpa A4 &0 32D BT R T LT ) C At e VR e e wa g v A <L 4




R T

Ea O A RN Y A AP AN AR A NN ST T T e e T e Rt ey
TR NI e e Mo LA 1 s 3%y e RIS »,m\syf 4;(*;‘?‘:&;/&:rn,_‘ﬂ(:v}'.%ﬁf{'(‘@»’ﬁ ’5':’7*t’““>"~
s y 2 AT

CAUSAL PROPHYLAXIS

PRELIMINARY SCREEN RESULTS TABLE 30

0/3 Patent
1/3 Patent
2/3 Patent
3/3 Patent

Category 1 = ? Fully active
2 =7 Active
3 =? Slightly active
4 = nactive

o ounn

L
AN
it

T T YRRy e KR

-y

% e MRS NOR
rArzen S R UL,

T PR b A
RSP Ol A LR i
TR AY T RIRRS R T e

PO

SR S Prep

WR

BN

Route

Dose
mg/kg x 1

VM Base/Kg

Comment &

. ﬁ:—i‘“"

226257

BG44425

sC

60.0

100.0

1
30.0 |
P

200.0

1430

129577

AW41662

sC

30.0

60.0

100.0

200.0

1430

129577

AW41662

po

30.0

60.0

At PR AT

NANEVAVAN

100.0

100.0 200.0
.} 1431 (6026 | AG75499 | sc 30.0 72.0
R . :

240.0

N LDéé

1431

6026

AG75499

po

30.0 .

72.0

NN N

100.0

240.0

. ——————_ et et ot e e e e

1432

106147

AY97897

sC

30.0

66.0

100.0

220.0

R e AT S i ot

1432

106147

AY97897

pPo

30.0

66.0

100.0

220.0

~J D33

1433

202437

BD26164

sC

30.0

51.0

100.0

170.0

1433

202437

BD26164

po

30.0

51.0

100.0

ANANANANANANAN

170.0
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CAUSAL PROPHYLAXIS o
PRELIMINARY SCREEN RESULTS FABLE 31 I
L‘
Category 1 =? Fully active = 0/3 Patent - :
2 =2 Active = 1/3 Patent b1
3 =7 Slightly active= 2/3 Patent ; ﬁ
4 ='Inactive = 3/3 Patent
' ~TD
Liv WR BN Route mg/isgexl 112|314 }JM Base/Kg Commentg
1434 203607 | BD27652 | s | 30.0 A 4.0
100.0 |/ 140.0
1434 [203607 | 8027652 | po | 30.0 | 42.0
100 | 140.0
1435 |205436 | BD54195 | sc | 30.0 A se0 | ;
100.0 |/ 180.0
i
1435 |205439 | BD54195 | po 3.0 vd 5.4 5
wo M1 |- 18.0
0.0 . |V 54.0
1436 |211533 | BE12601 | sc | 30.0 /1 0.0 ;
100.0 /] 200.0 ]
'_3
1436 |211533 | BE12601 | po | 30.0 v/ 60.0
;
100.0 |. 200.0 | >LD, .
1437 |218335 | BE66930 | po | 20.0° | *63.0
100.0 |/ " 210.0 LD § f:i
50 g :

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters
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CAUSAL PROPHYLAXIS

PRELIMINARY SCREEN RESULTS

TABLE 32

Category 1 =? Fully active = 0/3 Patent
2 =7 Active = 1/3 Patent
3 = ? Slightly active= 2/3.Patent
4 = Inactive = 3/3 Patent
| W BN [Roure | P%® 171213 |4 [uMBase/Kg| Comment
mg/kg x1 | /N9 omm
1438 |225448 | BG37402 | sc 30.0 |/ 57.0 rulb,,
100.0 1 190.0 | >LD,
1438 |225448 | BG37402 | po | 30.0 | 57.0
}
100.0 |~ 190.0  {ULDy
1439 |221527 | BG48898 | sc 3.0 | 7.5 ¢
17.
10,0 - . ?
250 |>LDyg k
30.0 75.0 >
N T
-t ks
100.0 250.0 >0 |
1439 (221527 | BG48898 | po 30.0 - 75.0 =>1Dynn E ‘
: - P
100.0 250.0 =>|Djgg & '
1440 [229431 | BG70578 | sc 30.0 V| 0.0 !
1
60.0 1| 12000
1440 [229431 | BG70578 | po | 30.0 S 60.0 P
100.0” /| 200.0 |
1441 (229397 | BG70596 | sc | 30.0 v/ 57.0 b ©
;ri?»f{fvg?
60.0 S 140 : ’%u
7]
1441 229397 | 8G70596 | po | 30.0 11 s7.0 -g:fﬁgf
‘ iy
a3t
100.0 /1 | 1900 ?l&
AR
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CAUSAL PROPHYLAXIS
PRELIMINARY SCREEN RESULTS TABLE 33
i»
Category 1 = ? Fully active = 0/3 Patent '}5
2 =7 Active = 1/3 Patent
3 = ? Slightly active= 2/3 Patent ;
4 = |nactive = 3/3 Patent 5
w | W BN |Route | DO | 4 |uMBase/Kg | Comment
mg/kg x 1 4 9 omm
1442 1229406 | BG70603 | sc 30.0 17l 57.0
60.0 A 114.0
1442 1229406 | BG70603 | po 30.0 A 57.0
100.0 A 190.0
1443 |229396 | BG70630 | sc 30.0 A 570
60.0 - 114.0
1443 |229396 | BG70630 | po 30.0 V| 57.0
' 100.0 /1 190.0
1444 229398 | BG70658 | sc 30.0 . S s57.0
60.0 1 114.0
1444 229398 | BG70658 | po 30.0 T 57.0
100.0 1 190.0
1445 [228553 | BG70729 | sc 30.0 69.0 > LDy
; 60.0~ 138.0 > 1D, g4
1445 1228583 | 8G70729 | po | 30.0 |/ 69.0
; 100.0 230.0 >LD; 40
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PRELIMINARY SCREEN RESULTS TABLE 34 E
Category 1 =2 Fully active = 0/3 Patent Si
2 =72 Active = 1/3 Patent :
3 = ? Slightly active= 2/3 Patent %
) 4 = |nactive = 3/3 Patent A
Ly | WR BN  |Rouie | D% 1|2(3 |4 |pMBase/Kg| Comment & o
mg/kg x 1 ¥ 9 -
1446 |278708 | BG70756 | sc 30.0 | 63.0 .
i -
60.6 |/ 126.0 b
1446 |228708 | BG70756 | po | 30.0 /| 63.0
H ] ’
100.0 210.0 >0y 1 :
1447 [201678 | ZN40130 | sc 30.0 66.0 ? |
100.0 | 220.0 5
¥
1447 [201678 | ZN40130 | po | 30.0 | 66.0
100.0 | 220.0 3
1448 |211532 | ZNA41048 | sc 30.0 1 57.0
100.0 A 190.0 ;
K3
1448 [211532 | ZN41048 | po | 30.0 1 57.0 :
] 100.0 1 190.0 §
1449 |203608 | ZN42125 | sc 30.0 A 42,0 j
100.0- vd 140.0 P
1449 [203608 | ZN42125 | po | 30.0 7 42.0
100.0 |7 140.0

N ew

saarto 430
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1450 1215296 | ZM42812 po 30.0 66.0

220.0

CAUSAL PROPHYLAXIS S
PRELIMINARY SCREEN RESULTS TABLE 35 R
L . 1
t,',. ;
Category 1 = ? Fully active = 0/3 Patent ; i
2 =7 Active = 1/3 Patent £
3 =2 Slightly active= 2/3 Patent 3 3
4 = |nactive = 3/3 Patent %
' —T Do ’
LIV WR BN Rouie mg/is:xl 11213 |4 |uMBase/Kg| Comment ;%
3
1450 |215296 | znaz12 | ¢ | 30,0 |V 66.0 ;
100.0 |~ 220.0
Pz

100.0

o by, ™ P

1451 |219874 | ZN42821 | sc |  30.0 1 750

e s

1000 | |V 250.0

4

.
g,
S AR P iw

1451 |219874 | ZN42821 | po | 30.0 75.0  |> Dy, &
' | 100.0 - 250.0 | >LDp,, @

1452 (215733 | ZN43328 | sc | 30.0 . 1 75.0

aly ol

i

100.0 V1 | 200 |rulPa3

1452 1215733 | ZN43328 po 30.0 75.0

ERETE R (YR

100.0 250.0 | =>Pioo g

T

\r
HEST

1453 1212223 | ZN43391 sC 30.0 72.0

240.0

'/

100.0”

avrat el nHNGL #e A

1453 |212223 | ZN43391 | po | 30,0 | |/ 72.0 !

oo
R R

100.0 |/ 240.0

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters

v, u,\‘,\. L4 N
T A SIS et S a3 Armd nba al

Signed M G e eronsesvonsnsses
—2 N e .
. w b DEC e

Date .000.000.000.0.:00.oooo..o.c’.0.0000-0
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Category 1 = ? Fully active

PR L eE ) Ol SRRt iR

PRELIMINARY SCREEN RESULTS

2 =7 Active

3 =? Slightly active

4 = Inactive

hnoun

0/3 Patent
1/3 Patent
2/3 Patent
3/3 Patent

TABLE 34

- 4 P et Ly y DR TR, TN RN - % L »
R i B A R S E IR SRRl SRR K

, CAUSAL PROPHYLAXIS

(i

SJ (3 rasan aidd

o
Ul Al

T RN QR
B
‘T
)

100.0

.LIV WR BN Route ng/it 1 112 4 ’JM Base/Kg Comment ?}‘a
1454 [216804 | ZN43426 | ¢ | 30.0 M) 60.0 j
0.0 |V 209.0 K
1454 [216804 | ZN43426 | po | 30.0 0.0 |>DPi0 [
100.0 0.0 |>Pi0
- R
1455 [215761 | ZN44030 | sc 30.0 |/ 60.0 5
1000 |/ 200.0 E
1455 [215761 | ZN44030 | po 30.0 |V 60.0 i
100.0°. |V~ 200.0 §
1470 [224097 | ZN43953 | sc 30.0 v 60.0 %
| | | 100.0 200.0 § 1
1470 (224097 | ZN43953 | po | 30.0 1 60.0 ;
] 100.0 S 200.0 % |
s 220429 | BG70867 | sc 30.0 A 54.0 §
100.0~ V'] 180.0 P - g
1471 [229429 | 8G70667 | po | 30.0 1 s54.0 -?: .
e

LIVERPOOL SCHOOL OF TROPICAL MEDICINE
" PRINCIPAL INVESTIGATOR: Professor W. Peters

Date ..

/""'";—-_—? ey
FabELWE

%

4
]

o {Crnr st s ohen e

e



| ; CAUSAL PROPHYLAXIS

PRELIMINARY SCREENRESULTS TABLE 37
: Category 1 = ? Fully active = 0/3 Patent
2 =72 Active = 1/3 Patent P
. 3 = 2 Slightly active= 2/3 Patent
g 4 = Inactive = 3/3 Patent . . 1
% : v | WR | BN [Rovie | DO 11| 2|3 |4 |yMBase/Kg | Comment é s
|- 1472 |229427 | BG70550 | s | 30.0 | 0.0
1 ;
'} 100.0 L1 200.0 ' B é
: 1472 |229427 | 8G70550 | po | 30.0 S 60.0 g‘
: 100.0 yd 200.0
1473 |4396 | BGé6421 | sc | 30.0 1 63.0 g

100.0 A 200 |0 |-

1473 |439% | BGesd2l | po | 30.0 1 63.0

100.0 ° : 2100 | >Pi00

1474 206513 | BG79017 | sc | 30.0 4 63.0 \

100.0 S 210.0 . , *

1474 |206513 | BG79017 | po | 30.0 Pz 63.0

100 .| | 210.0

"[1476 |230388 | BGBISRO | po | 30.0 | 72.0 |

100.0- 2600 | >0 |

1477 |230395 | BGBI599 | po | 30.0 A 54.0 -

100.0 A 10,0

|1478 230394 | BG8l6ts | po | 30.0 A 540

160.0 1 180.0 }

LIVERPOOL SCHOOL OF TROPICAL MEDICINE ]

" PRINCIPAL INVESTIGATOR: Professor W. Peters

Signed ... ﬂ%. .............. oo '

Date veviveenvenens ; ’EC1976 ..... é
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k. CAUSAL PROPHYLAXIS %
Bt % .

‘ ! ¥
% % PELIMINARY SCREEN RESULTS TABLE 38 %
;‘: ‘:‘ z
S Category 1 = ? Fully active = 0/3 Patent ?
p 2 =7 Active = 1/3 Patent i
L 3 =7 Slightly active= 2,3 Patent ;
8 % 4 = |nactive = 3/3 Patent 3
. ,,J: .

ﬁ LIV WR BN Route Dose 1123 |4 FM Base/Kg| Comment

mg/kg x 1

TR g N I R T
P S

L 1479 |230387 | BGSISI5 | po |  30.0 S 870 |
P 100.0 1 290.0 l
§ i 1480 |230386 | 8G81624 | po | 30.0 A 66.0 L
i ; 100.0 | 22000 i
# : 1481 |220216 | BG8O0S7 | po | 30.0 51.0 } 5

I N

100.0 ° 170.0

YRR
Al
At Sk
e iy cse € Ko 33
s

T 2 ST, e ;
P A R T T P OR-

A
v

3 1482 1230212 | BG80994 | po |  30.0 A 6.0

5 -

3 % 100.0 ° A 220.0 g
Ey ' =
L 1483 |230225 | BG8I035 [ po | 30,0 S 63.0 ' %
- 4
= 100.0 A 2100 |y ;
; %
’ 1484 |230284 | BG8I1222 | po |  30.0 A 69.0 :
- 100.0 A 230.0 3 ;
- 1485 |206287 | BG8I759 | po | 30.0 A 69.0 §
] B ;
o 100.0- 230.0
- 1486 |230621 | BG83I9 | po | 30.0 0 | L -
= g
- 100.0 S| B0 | gty U,
. .ff;iwﬁ ,
’ .r/ i .2 7§ :.‘V . 5 eé
5 T
- A
/R . S
“ri. LIVERPOOL SCHOOL OF TROPICAL MEDICINE ; k
g " PRINCIPAL INVESTIGATOR: Professor W. Peters
4 ] by
A Signed ﬂr‘.”»«, .. P 1 ;
:L(’ s TN 1 :é
)

(3 . ’
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Ay CAUSAL PROPHYLAXIS TEST NO.: BR 531 DATE: 26,11.76
DRUG: LIv/141 WR 225374 BOTTLE NO.  BGQ

PREPARATION: Tween 80/H20 ROUTE OF ADMINISTRATION: Jp/sc/po

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis

. DOSE PATENCY RATE GMP 2% P (@ =2) ACTIVITY VALUES
| Ealfe- Residual[Prophylas
| ma/kg CO/TO XC CX/Tx 1¢/h b c/e (h 3 f)- Fc(fu)a) -(b- cﬂ ac:;v;,tc;' gzgi\fitc;{

& 5/5 3/3 3/3 5.93 3.7¢] 3.7 : ?

" 3.0 | 2/3 3/3 " [>8.59 3.68] > 2,46 {1L2X188 72] -0.03 | >2.69]

T o
oy

o

NG
Pl B
¥

B, TN S

N

_
RS T S ey

10.0 3/3% 0/3% | 5.72 - -0,21

30.0 0/3** 0/3**| - -

RTINS BoNss
U S T J3 SRR A
il b gl PRI PRI bY
wééim. W1 ENCRTIE] LNpIeRl e Lz«..»&ujkz??&.—é&ﬂ %

MINIMUM FULLY ACTIVEDOSE. . vvvvvvresnvnvensnsos mg/ke

RESIDUAL ACTIVITY:  Nil at 3.0 mg/kg PRINCIPAL |NVE7
*1/3died ** 3/3 died
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BR 531 DATE: 26.11,76 TABLE 39
LIV/1411 WR 225374 BOTTLE NO.  BG37591
ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs,

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P (a =2) ACTIVITY VALUES
b y h -f b - a!(e Q) _ _-_I Resld?al Propby.lachc COMMENT !
g e (c - a) activity | activity
5,93 | 3.72| 3.7 : . .

158,59 3.68] > 0,66 J1e72%x1.68 | o1 503 | >2.69
‘ —T

Slightly active

Avsae o © e SRS

L 5,72 - -0.21 rU LD,

r
- - -~ 4
y =100 i
3 i
& ’
;
X
H P
:
v - :
b3
£ . :
D J
,1OSE ooooo L L) . . ooooooob.mykg
,

N|l at 3.0 mg/kg PRINCIPAL INVESTIGATOR: Professor W. Peters

# 1/3died ** 3/3 died ' » . 3
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CAUSAL PROPHYLAXIS TEST NO.: BR53! DATE: 26,11.76
DRUG: LIV/1404 WR 228335 BOTTLE NO. BG

PREPARATION:  Tween 80/H,O ROUTE OF ADMINISTRATION: Jp/sc/po TIMEA

‘Z
v

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis
o

PATENCY RATE GMP 74 .P (@ =2) ACTIVITY VALUES 4

o . X _n.fb-a)e-~a)_, _ Residual Prophylm
¢ /To XC c /'l'x f/h b c/e (h , f) (c =a) b aﬂ activity achvntx

5/5 | 3/3 | 3/3 | 5.93 3.72| 3.7

: 1.72x1.7 71 ‘
2/3 3/3 8.5 3.71| >2.58 [R50 -1 72] | o | >2.58

2/3 3/3 >8.86 4.28 | =2.93 [} 72x72 23_1.72] 0 57 >2.3.§,

o3 3/3 14 3.74 | =8.07 [Ty 73] | 0.0 | >8.04

)
%

)A’%
5
E
B
]
.
&
X

+

b

1

K|
3
4
;i
®
o

RESIDUAL ACTIVITY: Nil at 30.0 mg/kg . PRINCIPAL INV%

4
¢
3
9

MINIMUM FULLY ACTIVE DOSE. . .......9:9730:0 " mg/kg

RN
e g b D P PP IE A ERT v T TR o
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BR531 DATE:  26,11.76 TABLE 40
LIV/ 1404 WR 228335 BOTTLE NO. BG 60689
ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs,

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P (a =2) ACTIVITY VALUES
b ~a)le - a) _ Residual | Prophylactic COMMENT ]
b c/e h -f) - E (c = a) - b a_)] activity | activity ' ;

3.72| 3.7

3.1 | >2.58-[LEX0T 1] | 0 | >2.58 | slightly active ;

4,28 | =2.93 -[‘—'-731-"-73]-3‘-3-1.72] 0.57 | >2.36 | slightly active 3
(2178

PR

3.74 | =8.07 - -1.72] | 0.03| >8.04 | Fully active

cerera10:0-80.0 1 e/kg

- R _— - S T 1 TR 4
PRSI SN [N JESRE V) 1

* Nil at 30.0 mg/kg . PRINCIPAL INVE STIGATOR: Professor W. Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR 531 DATE: 26.11.76

i

DRUG: LIV/1403 WR 228327 BOTTLE NO. BG
PREPARATION:  Tween 80/H,O ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME A

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis 1

o
3
:;g

EX ¥

DOSE PATENCY RATE GMP 2% P (@ =2) ACTIVITY VALUES

‘| ~0 X n_n [b-a)e-a) , _ Residual Prophy’@_
mg/kg ¢ /To XC c /Tx Vh b c/e (h , f) c -a) (b a.)] activity | activity

& 5/51 3/3| 3/3| 5.93] 3.721 3.7 7

-l
3

!
AR

7

72 x 1,74

60.0 1 1/3 3/3°[>11.27 377 >5.3[REX0 1 7] 0,06 >5§
100.0 0/3 3/3 >4 3.74| ~8.07 ;[l'. x| :

-177| 03| >8:0

.

b 1

- 8
G

5, . %

25" N

3

:

N I
[ RVEm Y \.*-‘..-%,‘“5&J

)
ggi
et

MINIMUM FULLY ACTIVE DOSE. ....%%190 .. .me/kg X

i
RESIDUAL ACTIVITY:  Nil at 100.0 mg/kg , PRINCIPAL INVEY

Y
%
i
!
Al
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A U g

B
3
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>3
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BR 531

LIV/1403

DATE: 26,11.76 TABLE 41

BOTTLE NO. BG60698

WR 228327

ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs,

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P

(@ =2) ACTIVITY VALUES

Residual

Prophylactic

COMMENT

a)e -a) _

b c-q)

h=1)- Eb (b - o]

LY

activity | activity 2

11,72 x 1.74

o - 1.7

14 3.74| =-8.07 -

PG

K 593 s.720 3.7
K127 377 >5.4-[RE 7] 00| 528 | Active
LN \:’g.

3

Fully active

0.03| >8.04

A A T v AT .(.‘»254 i

x4 D
e
HH
4
A
.‘:} );:
2 ’
2 3
1B +f
41" §
‘3
v i
)
"y
;

60 100

DOSE RN | 1<74 3!

;gl at 100.0 mg/kg

.
B viirs iy bR VNGO ROPE N s

PRINCIPAL INVESTIGATOR: Professor W. Peters »;

B R P Toroh
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DRUG:
PREPARATION:

VERTEBRATE HOST:

PR VeSS E S SRR Sk peivvit

e U g

CAUSAL PROPHYLAXIS TEST NO.:

Tween 80/ HZO

SHEW mice

BR 563

LIV/ 1402

Fy -
IR A ik el T
: NS ok iy

DATE: 17.1.77

Y,

WR 228002 BOTTLE NO.

ROUTE OF ADMINISTRATION: Jin/sc/po TIME

PATENCY RATE

GMP 2% P

(@= 2) ACTl VITY VALUES

’ %o | XC

Cx/ T Vh

b

Prophylm

PARASITE (SUB) SPECIES: P, y. nigeriensis
~a)le - . Residual
- b aﬂ ochvn)g

b ~
(h f- E (c - a) activity

55| 3/3

3/3 | 5.35

4.95

3.63 ;

0/3

3/3 >14.00

2:95x2.05_5 01| 0,78

4,05

0/3

3/3 >14.00

U163
2.95)

65 [2 Bx . 91 051

> 8.6
3.91 >38.

0/3*

0/3*{>>14.00

L 2 2rit s a8 e et i W A i

RESIDUAL ACTIVITY:

P

* 2/3 died

o ils” GEE XN AR Al A ey

Nil at 10,

0 mg/kg

1%* 3/3 died

PRINCIPAL INVE




NO.:  BR 563

LIV/ 1402

DATE: 17.1.77

WR 228002

BOTTLE NO.

ROUTE OF ADMINISTRATION: jp/sc/pe

PARASITE (SUB) SPECIES: P. y. nigeriensis

TABLE 42

BG 58189

TIME AFTER INFECTION: 2 hrs,

STRAIN: NIG

GMP 2% P

(a =2) ACTIVITY VALUES

_n_fb-a)e-a) . _ Residual | Prophylactic COMMENT
b c/e (h ‘ ) (c -a) (b a}] activity | activity
4.95] 3.63
; 4.05| > 8.45 [:2 95]x623 05 - 2. 9J 0.76 | > 7.89 Fully active
3.91 | >8.65 28X o051l 051 | >8.04 | Follyactive
b - N LDgg
3 .

:at 10,0 mg/kg

/3 died  1** 3/3 died

ST et

AN

1
3
£
1

rCa ]

.4.»«..:“.:.;\;

%
«1

P S T P T R g T T TP g g 2

PRIINCIPAL INVESTIGATOR: Professor W, Peiers

R TR AN T U YL, L P I TR

LA

NIRRT

N e Ay 2
oA PR, TN o - I I

B
-
b
<



o e N R by i e e g TN I - AL LN AL TN s I S W A A R e I AR NI
" IS e e S S S Mt Erir - Scous vy i RN A PYRN O iyt aivaaarey e

IREEMM R D IS gy 1. -,

L v e~ B T Sl g N, e &
B S P A e it AR I it g A A ORI A S S S S IS

z
|
]
|

g e
WL =

CAUSAL PROPHYLAXIS TEST NO.,: BR 563 DATE: 17.1,77

T S L W0 S S
LAt 2T e L r s, 1 i Bt

DRUG: LiV/1401 WR 227988 BOTTLE NO. BG 5&
PREPARATION: Tween 80/H20 ROUTE OF ADMINISTRATION: Jp/sc/po  TIME Al-';')ljj

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis ’i

PATENCY RATE GMP 2% P {a =2) ACTIVITY VALUES

i ™ _n_[b-a)e=-a) , _ Residual Prophylaé{
C /To XC | C /Tx f/‘1 b C/e (h' ) E— T -a) (b °ﬂ activity | activity :

& | 55| 353 33| 5.35| 4.95| 3.63

j
: _ N
3 - 2,95 x 1,40 _ . i
/3 33| 5. 3.40 |  -0.24 -|2BX 1A 505/ 041 | 017 ]
3/3 3/3 | 5.35 32| o -[RIXLT2 50511 o6 -e-.-légg

k.

1.63

MINIMUM FULLY ACTIVEDOSE. . ..o evivvinnrnvanensamg/kg

:

| ;

RESIDUAL ACTIVITY: Nil at 300.0 mg/kg . PRINCIPAL INVE STg
¥

Z

,54

2}
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f:NO.: BR 563 DATE: 17.1.77 TABLE 43
8 LIV/1401 WR 227988 BOTTLE NO. BG 58447
ROUTE OF ADMINISTRATION: jp/sc/pe  TIME AFTER INFECTION: 2 hrs.

mice PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P (a =2) ACTIVITY VALUES

_a_b-a)e=-a) , _ Residual | Prophylactic COMMENT
b c/e (h. A E (c-q) (b a_)] activity | activity '

4.95| 3.63

B
7

1 8
H

5

3
4
4 8
% (]
o
3
g
x

£y

2
-
g
8
R
.,;‘
S
§
R: 8
"y
; 23
< 18
2
?

R X
¥
"33
&

&

¥

F)

g’

5

?é

340  -024-250x1 0 505l 041 | 017 | Inactive

372| o -PBXLZZ 5051 006| 6.6 | Inactive

(R i

- Nil ot 300.0 mg/kg . PRINCIPAL INVESTIGATOR; Professor W. Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR 563 DATE: 17,1.77

DRUG: LIV/ 1400 WR 228000 BOTTLE NO. :
PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: p/sc/po  TIME.

£
L

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis

H
=%
Ry
2

PATENCY RATE GMP 2% P (a =2) ACTIVITY VALUES 7
Co/To %C Cx/Tx F/h b c/e th-f) - b’ ~a){e-a) _ b - a_)] Residual | Prophyk

(c -a) activity | activil

ooty

55 3/3| 3/3| 5.35| 4.95| 3.63

0/3* 1/3% - 4.18

Iy ‘,)j;),?’_}f LN

By ot

MINIMUM FULLY ACTIVE DOSE.......... ORI mg/kg
RESIDUAL ACTIVITY: . PRINCIPAL INVI

*3/3 died ** 2/3 died _

-3
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&
ST NO..: R 563

LIV/ 1400

)/H,0

e

N mice

DATE: 17.1.77 TABLE4
WR 228000 BOTTLE NO. BG58367
ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs,

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P

(a =2) ACTIVITY VALUES

’:* f/h b“

</ o

(h-f- b-a)fe-a)_ b - aﬂ Residual | Prophylactic COMMENT

(c -a) activity | activity

I 535 4.95

3.63

g -

4.18

gd  ** 2/3 died

2

e Ty
- g\rv.’»ﬂf o
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CAUSAL PROPHYLAXIS TEST NO.:  BR564 DATE: 20.1.77 ::
DRUG: - LiV/ 1399 WR 227681

BOTTLE NO.
PREPARATION:

J
Tween 80/H,0 ROUTE OF ADMINISTRATION: Jg/sc/pes  TIME
VERTEBRATE HOST: G TFW mice -

PARASITE (SUB) SPECIES: P. y. nigeriensis 3

PATENCY RATE

GMP 2% P I ACTIVIV VALITR
C /T XC | CYx | ¥y b /g | h-D- %‘Q -b- "2‘ i‘éiiit@' Pﬁz
4.05 ’ ' W
3.85| >5.87 D 677"(:,;85 -1 63 ~0.16 >6~‘
1400 >0 X2 R 1 6] | >o

55| 33| 2/2| 5.30| 3.67

1/3 3/3 >11.17

0/3 0o/3 >14.00

oy s
) S LSSV

MINIMUM FULLY ACTIVE DOSE. ., 807100

RESIDUAL ACTIVITY:  Very marked at 100 mg/kg PRINCIPAL INVES

R g At e B
s PRI ) PO e At i s e R
§ PR o
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PNO.:  BR3&4 N ta 0077 TABLE 45
ST

g‘; LIv/ 1399 WR 227681 BOTTLE NO. BG 56612 |
ROUTE OF ADMINISTRATION: Jjp/sc/ps  TIME AFTER INFECTION: 2 hrs.

rice PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

B R S

GMP 2% P {a =2) ACTIVITY VALUES ;
o Mb-d)e=-a)_ . . Residual | Prophylactic COMMENT
b c/e th - ) (c =-a) (b aﬂ activity | activity

3.671 .05

DR S R 1

3.85| >5.87 [‘6__775%_5_32 160 -016| >e6.03 | Active

- 11,67 x 12.00 Proph: ‘actic activivy masked
>14.00 ~>8.70 - 2,05 - ] 67j 8.11 >0.59 by strong residual activity

B

SRR S S N

Wose... S0 L g/ -

b i:fnarked at 100 mg/kg . PRINCIPAL INVESTIGATOR: Professor W. Peters ) | *
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CAUSAL PROPHYLAXIS TEST NO.: BR 564 DATE: 20,1.77

PRA - - FR P

DRUG: LIV/1395 WR 199361 BOTTLE NO.
PREPARATION:  Tween 80/H,0 ‘ ROUTE OF ADMINISTRATION: Jp/sc/po TIMEA;

VERTEBRATE HOST: OﬂTFW mice PARAS!TE (SUB) SPECIES: P. y. nigeriensis ﬁ

——BATENCY RATE GNP 2%P (@=2) ACTIVITY VALUES =

L N % o _fb-a)e-a) , _ 1| Residual|Prophylgj
ma/kg c /TO XC c /TX F/h b c/e (h , ) (¢ - a) b a_)] activity | activity

0 5/5 3/3 2/2 | 5.30| 3.67| 4.05 | y

P

1.0 | 3/ 33| 635 3,95 1.05-[’-62"0%;9-5-1.67 -0.08 I

: po . TR
3.0 | 0% 3/3 [>14.00 4,78| >8.70 -[1—%-’10-7—-7? -1.67]] 0.59 | >8q

1,67 x 3.61 1 X
—_— e . 7.
2.05 ] .6Z 1,27 >7.0

10.0 0/3 3/3 14,00 561 >8.70-

=
Z
=
c
Z
n
C
=
<
>
0
=
<
[ x11
g
O
wn
m
3
Q
x
«©

Slight at 10,0 mg/kg
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.+ BR 564

LIV/1395

DATE: 20,1.77 TABLE 46
WR 199361 BOTTLE NO. BG 47168

ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs.

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

i
o
Bier|
-3
NP,
g

Y A YRV WPy vy iy

SR e Sy

GNP 2% P

(@ =2) ACTIVITY VALUES

A

_n.b-die-a) , _ Residual{Prophylactic COMMENT
(h, f (¢ =a) b G;S] activity | activity '

o

5.30| 3.67

4.05

Sy P v e Ol ey

6.35

3.95

1.05 [‘ 62"0; 93 67] -0.,08 1,13 Inactive

. 1>14.00

4,78

>g.70[LEX2T8 1 7l 0s9| >80 | Fullyactive

3 |>14.00 51| >e70-[LZXSE I 17| >743 | Fully active

s 2 a Z
T L s T st e o™

5
o
z L&‘
i,
) {,’
B
738
4 ':"A
g
o B
g
#14
5,

K
i
4
i
i
]

B P o
Bat

SR
%

e st s

PRINCIPAL INVESTIGATOR: Professer W, Peters
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DRUG:
PREPARATION:

VERTEBRATE HOST:

CAUSAL PROPHYLAXIS TEST NO.:

Y A AN a8 it A,
R e k! AR T

BR 536

LIV,/1394

Tween 80/ HZO

OﬂTFW mice

o ey e

gy e

DATE: 6.12,76

2
‘»»

BOTTLE NO. BG4§

‘:

WR 226626

ROUTE OF ADMINISTRATION: Jjp/sc/po

TIME AF

kx
)

PARASITE (SUB) SPECIES: P. y. nigeriensis

PATENCY RATE

GMP 2% P

(@ =2) ACTIVITY VALUES

" Y| xC | C

X
/TX

Vy | b

(h-f)-

b-a)le-a) _ b - c-)] Residual

5/5 | 3/3

3/3 | 5.00]| 5.02

3.59

2/3

3/3 [>8.10

3.53

(c -a) activity
>3.00- 002)(].5\3_3.02]

0/3

3/3 >4

3.45

- 1.59
- 3. 02]

=8, 90 -0.27

. 1.59

0/3

2/2 [Sl4

3.68

-0.11 > 3.1§
L

02xl .08

02 x 1.45
~.8.90 - 3.07| 0.7 8.7

RESIDUAL ACTIVITY:

e e G

v
SRR LI N TP

e T T

N P . .
RN A, e Wi iR o kIR oy L LS A

MINIMUM FULLY ACTIVE DOSE. ... :0-3:0

Nil at 10.0 mg/kg

e

PRINCIPAL lNVE§
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T NO.: BR 536 DATE: 6.12.76 TADBLE 47
LIv,/1394 WR 226626  BOTILENO. BG46714
/H,0 ROUTE OF ADMINISTRATION: ip/sc/ps  TIME AFTER INFECTION: 2 hrs.

N.mice PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

VP 2% (@ = 2) ACTIVITY VALUES
_a_fb-a)e=-a) , Residual |Prophylactic COMMENT
f/h b <:/e (h . f) (¢ =a) b ai] activity | activity

5.10 5.02 3.59
>~810 3.531 >3.00- 02’(]53 302:[ -0.11 >, 1 Slightly active

POt o
T

R
0 Q¢

14 3.45 | >8.90 - Ofg; B _3.02]) 027 | 9.7 | Fully active :

a4 3.68| >8.90- —--O—Zl-‘ 68 -3.08] 017 | >8..0 | Fullyactive A

PR Oy
i R e L R

nl at 10.0 mg/kg : A PRINCIPAL INVESTIGATOR: Professor W. Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR 532 DATE: 30,11.76

DRUG: LI/ 1393 WR 226426 - BOTTLE NO. B

PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: Jp/sc/po  TIME4

VERTEBRATE HOST: O TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis h

E
PATENCY RATE GMP 2% P (@ = 4) ACTI VITY VALUES K
Co/To XC Cx/Tx f/h b ¢/, - f) Eb 0)(6 - b - i‘] Residual [Prophyla

activity achv:t)

w5 | 33| 33| 5.26| 3.67| 3.66 :

s

2/3 33 [>8.71 £.01 | > 3.5 167x2.01 72 2.0 ezl 05 | >ai

1/3 3/3 P1.60 415 | 604 (LTI g 1] 049 | S5

Tk
0/3 3/3 P4 3.2 | >e4-[LEXLR 7]l 026 | >

X
\

N
~Y
.y

3

MINIMUM FULLY ACTIVE DOSE, ,.1:9.7.3.0m mg/kg K

b
“
‘J

RESIDUAL ACTIVITY: Nil at 3.0 mg/kg : FRINCIPAL IN\/E'
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] ST NO.: BR 532 DATE: 30,11.76 TABLE 48
%33, LIV/ 1393 WR 224426 BOTTLE NO. BG 45208

ROUTE OF ADMINISTRATION: Jjp/sc/pe  TIME AFTER INFECTION: 2 hrs. g

4.

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

8 ad el e

GMP 2% P (a =2) ACTIVITY VALUES &
- a)le - a) _ Residual | Prophylactic COMMENT i
b c/e th-19)- (¢ =a) -6 aﬂ activity | activity

2L g et

oo
3 oy cnts o L

201 | > 3.5 1:67x2.00 X2 o c1.67)| 035 | >3.00 | stightly active

1.67 x 2,15 _
P20 1.47]

3.2 | >o.74 (LI 7| 026 | 848 | Fullyactive

PSRV ]

4.15 >=6.34 - 0.49 >5,85 Active

wionrvmen s csomed - e

S A
SR AGEN S Pt

P

= :
yEDosE...1:0.7.3:0m L mg/kg
:,;,il at 3.0 mg/kg . PRINCIPAL INVESTIGATOR: Professor W, Peters 3
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CAUSAL PROPHYLAXIS TEST NO.: BR 536 DATE: 6.12.76

-utred

DRUG: ' LIV/ 1392 WR 215761 BOTTLE NO. BE’}

¥

PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: p/sc/ps  TIME A

.
.
1
&
N

>
£
"
i
%
e

VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis

T,

PATENCY RATE GNP 2% P (a = 2) ACTIVITY VALUES E
b~a)e-a) _ b - “j] Residual | Prophylag

(c -a) activity | activity;

. DOSE f— -
mg/kg | C /T° XC | C /Tx f/h b c/e (h=f)-

? s/51 35| 3/3| s.00| 5.02( 3.5 ‘ 3
300 | 073 3/3 [>14 3.52 '>8.9o-E"°2-—"'—'9'g -3.0% 0,13 | 9.

T

43

1.59

. . f- N S O s N N
. v N (YRR NI TR TS
S ne B onids Asd &Aw:.MJL:» BT RN e #f DIRAEEN

B

MINIMUM FULLY ACTIVE DOSE... <30, ..., Cerreeaes mg/kg

oy

LR

RESIDUAL ACTIVITY: Nil at 30.0 mg/kg : PRINCIPAL INVE!

$1
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NO.: BR 536

LIV/ 1392

b ey
TR TR ¥ T LR

DATE: 6.12.76 TABLE 49

WR 215761 BOTTLE NO. BE 16967

ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs, |

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P

(a =2) ACTIVITY VALUES 3

. Yh | ®

IPRCEDIED

a)(e - a) - b _qﬂ Residual {Prophylactic COMMENT

5.02

3.59

3.52

3.02 x 1,52
1.59

(O Ty acd

>8.90 - -0.13 | >9.20

(c -a) activity | activity ' A
- 3.02 Fullv active

',
M)

=,

y L«.,\ ot Rl

R

A Y

: il at 30.0 mg/kg

N -
IR A S IR

4

i

PRINCIPAL INVESTIGATOR: Professor W, Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR 536 DATE: 6.12.76
DRUG: LIV/1391 WR 226296 BOTTLE NO.
PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: in/sc/po TIMEé
VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis
‘ PATENCY RATE GMP 2% P [ (@ = 2) ACTIVITY VALUES 3
DOSE | % xc | ¢ Y b y h - f) - Eb a)e - a) - (b-a) Residual | Prophy
mgy/kg T° T* h Yo | (c - c) a_] activity | activi
) 5/51 3/3| 3/3| 5.0 5.02| 3.59
. 3/37| 5.0 3.83 -0.09 -[3.02x 1.83_ 3,027 0.46
03 33 2 0 [ 1.50 ]
1.0 2/3 3/3 |>8.47 451 >337 -L3__°_2><_2_5_‘ -3.0d L7 ~i
e : 1,59 =
MINIMUM FULLY ACTIVE DOSE....=.1:0, .. ... .. .. .mg/kg’

PRINCIPAL 1NV
%

RESIDUAL ACTIVITY:  slight at 1,0 mg/kg

-
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T NO.: BR 536

< LIV/1391

WR 226296

> IS S E A o G s kR
e A —— - Peamr e et

DATE: 6.12.76 _ TABLE 50
BOTTLE NO. BG44452
ROUTE OF ADMINISTRATION: Jp/sc/ps  TIME AFTER INFECTION: 2 hrs.

PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

GMP 2% P

{a =2) ACTIVITY VALUES

h -f) Eb a)(e - a) - "“ﬂ Residual | Prophylactic COMMENT

(c =a) activity | activity

3
S

I .

ot
R
-

-

,V

5101 5.02

-0.09 -[§;9.2._XL-§§- 3.02] 0.46 -0.55 Inactive

>3,57 222231 309 175] 162 | Slightly active

1.59

DOSE. .10

>l}_,ght at 1,0 mg/kg

v oo omg/kg

PRINCIPAL INVESTIGATOR: Professor W, Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR 536 DATE: 6.12.76

DRUG: LIv/ 1390 WR 211533 BOTTLE NO. Bq
| PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: Jp/sc/po TlMEjj:aif
VERTEBRATE HOST: G TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis 3

PATENCY RATE GNP 2% P (@ = 2) ACTIVITY VALUES

Vo xc || w1y | b | o | -z -a g‘z::j:’:;'

s/5 | 32| 33| 5.0 5.02| 3.59

3/3 33| 5.39 3.75 0.29 -[3—0‘7;—"5%15 -3.02] 0.30

3/3 2/3*| 5.90 3.54 0.80 - 3—9%—’%—55‘- - 3:.0% ~0.10
MINIMUM FULLY ACTIVE DOSE...evceunieennesensamg/kg 3
RESIDUAL ACTIVITY: Nil at 150.0 mg/kg : | PRINCIPAL lNVE
* 1/3 died
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EST NO.: BR 536 DATE: 6.12,

b
; ‘LIv/ 1390 WR 211533

b
0/ HzO
EW mice

3

76

BOTTLE NO. BG 38034

ROUTE OF ADMINISTRATION: jp/sc/po

PARASITE (SUB) SPECIES: P. y. nigeriensis

8 = 5,

B [

k. ol

i £

-, 2 §¢

ez B

3 Rt

: i

P - @4

Eox U

2 s S e o
L, 2P - gk T T v A 4 o o - 4 PTG P U ¢ L

i :

+

..

- - *

3

9

TABLE 51

TIME AFTER INFECTION: 2 hrs.

STRAIN: NIG

(a =2) ACTIVITY VALUES

GMP 2% P

N ] b
f/h b ¢/y

£ (h-1)-

“a)e~a)_

(c--a)

b -aﬂ

Residual
activity

Prophylactic comment A

activity

5.02| 3.59

3| 5.10

5.39 3.75

0.29 _[3.02 x1.75

1,59

- 3.0

0.30

-0.01 Inactive

5.9 3.54 0.80 -

3.02 x 1 .5:(-_.

————————

_1.59

- 3.02

-0.10

0.90 Inactive

k.

j;-EDOSE"'OOOO"'Oico'on'-cooomykg '

Rl at 150.0 mg/kg
¥ 1/3 died

PRINCIPAL INVESTIGATOR: Professor W, Peters
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CAUSAL PROPHYLAXIS TEST NO.: BR532 DATE: 30.11.76 <

saii R i R AL RS g it iy 5
K
— ]
¢
i
Jrad Sy

DRUG: LIV/1387 WR 219874 BOTTLE NO. ;‘3j§
PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: }p/sc/,po TIME

VERTEBRATE HOST: OﬂTFW mice PARASITE (SUB) SPECIES: P. y. nigériénsis

PATENCY RATE GMP 2% P @ =2) ACTIVITY VALUES 4
DOSE -, o X b -a)le - a) | Residual |Prophyla
mo/kg »C /To XC c /Tx f/h b c/e h-f)- (c =a) -b- a}]‘ activity _acfhifi

o s5/5| 33| 3/3| 5.26| 3.67| 3.66 4
1.0 | 173 3/3 [>11.30 TR L EYE | Y

3.0 | o3 33 >4 | s66| >oa-[LE7x28 | 16| =7

N N st
S we 3B nntce B, sk

MINIMUM FULLY ACTIVE DOSE. ......... 1:0.73.0 | mg/kg

RESIDUAL ACTIVITY:  Slight at 3.0 mg/kg : PRINCIPAL INVEY
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T./NO.:. BR532 DATE: 30.11.76 TABLE 52

LIV/1387 WR 219874 BOTTLE NO. BE 79802
Mo ROUTE OF ADMINISTRATION: Jp/sc/po  TIME AFTER INFECTION: 2 hrs,

Vmice PARASITE (SUB) SPECIES: P. y. nigeriensis STRAIN: NIG

1Y 57 A =) ACTIVIVVALUES T

M VR R b a)(e =a) i _ 3| Residual|{Prophylactic | COMMENT
A f/h 4 b | /o | (h f) (e =a) - b a-)] “activity | activity. ' A
N . ‘ ‘ : o i
526 8.67 | 3.66 : [ , .
it | 48] > e04-[x 6]7 x2.3 Al oer] >sa7 | active

IV T oaes >-874 L6Z>2§ 66 1671 1.01 | >7.73 Fully aétive ' i

.‘E..DGSEO IREEX X 3‘40]0‘00. o-: 03:000 r1e omg/kg E.
Slight at 3.0 mg/kg PRINGIPAL INVESTIGATOR: Professor W, Peters
';“ : %f
} e .' - _ jf
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CAUSAL PROPHYLAXIS TEST NO.: BR532 DATE:30.11.76 N
DRUG: LIv/1386 WR 217154 BOTTLE NO. BE

PREPARATION:  Tween 80/H,0 ROUTE OF ADMINISTRATION: Jp/sc/ps  TIMEY

AT
To Y

VERTESRATE HOST: O TFW mice PARASITE (SUB) SPECIES: P. y. nigeriensis

el SRS/ NI T,

‘ ‘Dbs E”’ ~PATENCY RATE — GMP2%P [ @=2) ACTIVITY VALUES .

3 1 o : % : o b - a)(e =~ a) ‘Résidual’ Prophyk
48 mg/kg- ] C /T° -XC 1 C /T"‘, f/h ‘b c/e : (h f) , (c.= a) ( ﬂ activity: achvnt
¢ | &5| 33| 33| s5.26| 8.67| 3.66

.67 x1.60_, I
T 1.86 1.67]

30.0 | /3 3/3 > 8.66 3.60 40 = 20,08 | >3

o s00 | 1/ 3/3 11,46 | 35| >e.z0{lefx o 617’22 :39 167] 00| 6

E

"v
- ‘f

:
e 2 :
a3 :
s _ :
a
4 1 . ;‘
AN ¥y
2 ~
2 :
: 4
b:] i
5 B
-

LR
T

g
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TABLE 53

6T NO.: BR532 DATE:30.11.76

LIV/18386 WR 217154 BOTTLE NO. BE 67204 B A

V/H,0 ROUTE OF ADMINISTRATION: sp/sc/po TIME AFTER INFECTION: 2 hrs.

STRALN: NIG

Wimice PARASITE (SUB)SPEGIES: P, y: nigefiensis

3 <L/ A D ( = 2y ACTIVITY VALUES ~ ! ‘
.y . - b - =) Residual Prophylachc : COMMENT 1
o i:/h ) b h- E (c -o) . “b- a_)] activity'| ‘activity | } R ¥
3.67 ‘

A 5,26 3.66 | | .

> 8.6 3.60 | 40 [‘ 67]"6‘6 60 1‘.67] - +0.08 ] >3 34 | Slightly active |
1146 3.55| ~6.20- ‘—‘"T7—’:s£—5-§- Le7]] -0 | 6,09 | Active

Y e

3 % o
T
R 4

EDOSE. ... 53.60.0.........mg/kg

Nil at 60.0 mg/kg PRINCIPAL INVESTIGATOR: Professor W, Peters
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TABLE 54

The relationship between-parasitaemia and catheptic activity
in P. berghé&i-infected mouse erythrocytes

M R - e
ag i N A O ,f\wé_‘ Pt et BT G s L
b A T v N
&

.o | Parasitaemia |Catheptic activity per-cell* |
E*Re_r,'m?n.t Day (%) . AUac‘e?Ils ‘P,orc?sit;;zedi cells
! 4 10 ~1.98 | 19:8
| .5 18: S22 | 6.8

&1 29 . 173 5.9
, 7] 39 - 7.43 3.7
<N 2.55 51.0.
, 51 14 1 2.85 20.4
n 6 | 30 1 4.43 1 14.54
o3 ] 2.6 . 6.77
10 42 ' .6.13 2.62

* arbitrary units
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DAYS SINCE START OF PASSAGES

FIGURE 1

A comparison of the rate of acquisition of resistance to mefloquine
by the chloroquine-sénsitive P. berghei.N strain and the NS line
which has a low level of resistance to chloroquine.

o—o N strain exposed to a single dose of 30 mg/kg mefloquine
on the day of passage.
o—o NS line exposed to 60 mg/kg mefloquine sc on the day of passage.
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FIGURE 2 a

1

The acquisition of resistance to mefloquine by P.. berghei NS line

passaged under drug pressure (mefloquine 60 mg/kg sc at time of ;

/. ‘ éach passage), and its reversion to sensitivity on the reléase of

drug selection pressure. o

9 o—o passages under drug pressure.,

o—o passages without selection pressure.
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DAILY DOSE mg/kg.

kY

1000,

100

MEFLOQUINE s.c.

™ [

-PYRIMETHAMINE i.p.

SN g

SULPHAPHENAZOLE s.c.

° T T T Y T 1 Y T Y -1

F M A M N A 3 o N
TIME SCALE OF PASSAGES

FIGURE 3. .

Rate of acquisition by P. berghei N strain of resistance to mefloquine,
pyrimethamine and sulphaphenazole when the drugs are used alone.
Consecutive passages were exposed fo increasing drug doses, given

daily for 6 days of each week, the passages being made on the 7th day.
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3
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; URE 4
Influence of combining mefloquine with pyrimethamine on-the

rate of acquisition of resistance to each drug by -P. berghei in
; consecutive passages. Top lines indicate maximum levels of
: pyrimethamine and lower lines of mefloquine in thé mixture at
. each passage (¢f Figure 3).
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FIGURE 5

—— -~

Influence of combining mefloquine with-sulphaphenazole on the rate

of acquisition of resistance to each drug by P. berghei N strain.in
consecutive passages. Top lines indicate maximum Tevels of sulphaphenazole
and bottom lines of mefloquine in the mixtures at each passage (cf Figure 3).
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Influence of combining mefloquine with primaguine on the rate of
- acquisition of resistance to each drug by P. berghei in consecutive
3 passages. Top lines indicate maximum level of primaquine in SP line
A exposed to primaquine alone, Middle line indicates maximum levels
of primaquine and bottom of mefloguine in the mixtures at each passage.
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FIGURE 7 ' - .

Blood schizontocidal action of drug mixtures against.P. berghei N strain
in the "4 day test". The graphs are plotted to show the EDgq values of
mefloquiné when given alone or with different doses of (A) "pyrimethamine ’
(8) primaquine, or (C) sulphaphenazole (0), or of the latter when given
with different doses of mefloquine (). (All doses in mg/kg daily x 4).
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